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Benzothiazole derivatives 
The present invention relates to the use of compounds of the general formula 




wherein 

R 1 is hydrogen, lower alkyl, lower alkoxy, benzyloxy, cycloalkyloxy, halogen, hydroxy 
or trifluoromethyioxy; 

R 2 , R 3 are independently from each other hydrogen, halogen, lower alkyl or lower alkyloxy, 

R 4 is hydrogen, lower alkyi, lower alkenyl, halogen, -C(0)OH, -C(0)-lower alkyl, 
-C(0)-halogen-lower alkyl, -CH(OH)-halogen-lower alkyl, -C(0)0-lower alkyl, 
-NHC(0)-lower alkyl, -(CH 2 ) n -OH, 

or is phenyl, which is optionally attached to the benzo group via the linker 

-(0) m -(CH 2 ) n - and is optionally substituted by N(R 5 )(R 6 ), halogen, alkoxy or nitro, 

or is 2,3-dihydro-lH-indolyl, azepan-l-yl, [l,4]oxazepan-4-yl, or is 

a five or six membered aromatic or non aromatic heterocycle, which may be 

attached to the benzo group via the linker -(0) m -(CH 2 ) n or -N=C(CH 3 )- 

and is optionally substituted by one or two group(s) R 7 , wherein R 7 is defined below, 

R is 

(a) phenyl, optionally substituted by lower alkyl, halogen-lower alkyl, lower 

alkoxy, cyano, nitro, -C(0)H, -C(0)OH or by the following groups 

-(CH 2 ) n -C(0)-N(R 5 ).(CH 2 ) 0 -lower alkoxy, 

-(CH 2 ) n O-halogen-lower alkyi, 

-(CH 2 )„0-(CH 2 ) n+r O-lower alkyl, 

-S(O) 2 -N(R 5 )-(CH 2 ) n -0-lower alkyl, 

-(CH 2 ) n -OR 5 , 

-(CH 2 ) n N(R 5 ).(CH 2 ) 0 -lower alkoxy, 



WO 01/97786 



-2- 



PCT/EP01/06506 



-(CH 2 ) D N[(CH 2 ) 0 -lower alkoxy] 2> 

-(CH 2 ) D N(R S )(R 6 ), 

-(CH 2 ) n N[S(0) 2 CH 3 ] 2 , 

-(CH 2 ) D N[R 5 ][S(0) 2 CH 3 ], 
5 -(CH 2 )„N(R 5 )-(CH 2 ) 0 NR 5 R 6 , 

-(CH 2 )„N(R s )-lower alkenyl, 

-(CH 2 ) n N(R s )-(CH 2 ) 0 -qrdoalkyi, 

-(CH 2 ) n N(R 5 )-C(0)0-lower alkyl, 

-(CH 2 ) n -S-(CH 2 ) n -N(R s )(R 6 ), 
10 -(CH 2 )„N(R 5 )-(CH 2 ) 0 -S-loweralkyl, 

-S(0) 2 -N(R 5 )(R 6 ), 

-(CH 2 ) n N(R 5 )-S(0) 2 CH 3 

-(CH 2 )»N(R 5 )-(CH 2 ) 0 -phenyi, 

-(CH 2 )„N(R 5 )-(CH 2 ) 0 -OH, 
is -(CH 2 ) n N(R 5 )-(CH 2 ) 0 -CH(OH)-CF 3 , 

-(CH 2 ) n N(R 5 )-(CH 2 ) 0 -CF 3> 

-(CH 2 )„N(R 5 )-(CH 2 ) 0 -O-CH(OH)-C6H 3 (OCH 3 ) 2 , 

-(CH 2 ) n N(R s )-(CH 2 ) 0 -0-C(0)-QH 3 (OCH 3 ) 2> 

-N(R 5 )-C(0)-morphoIin, 
20 - N(R 5 )-C(0)-N(R 5 )-phenyl, substituted by alkoxy, 

-S(0) 2 -morpholin, 

or is phenyl, which is optionally substituted by 

-(CR 5 R 6 ) n -fiveto seven membered aromatic or non aromatic heterocyde, and 
wherein the heterocyde may further substituted by hydroxy, -N(R 5 )(R 6 ), lower 
25 alkoxy or lower alkyl, or by 

-(CH 2 ) n N(R 5 )(CH2) 0 -five or six membered aromatic or non aromatic heterocyde 
and wherein the heterocyde may further substituted by hydroxy, -N(R 5 )(R 6 ) or 
lower alkyl, or 

is 

30 b) -(CH 2 ) n -five or six membered aromatic or non aromatic heterocyde, with the 

exception of the the piperazinyl group in case if n=0, which rings may be optionally 
substituted by one or two substituents, selected from the group consisting of 
2-oxo-pyrrolidin, piperidinyl, phenyl, -(CH 2 ) n OH, halogen, CF 3 , =0, lower alkyi, 
cycloalkyl, -(CH 2 ) n -0-lower alkyl, -(CH 2 ) n NH 2 , -(CH 2 )„CN, -C(0)0-lower alkyl, 

35 -CH 2 -0-S(0) 2 CH 3 , -C(0)-lower alkyl, -C(0)-(CH 2 ) n -lower alkoxy, 
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-CH 2 -N(R 6 )C6H4F, -CH 2 -N(R 6 )C(0)0-iower alkyl, 

-N(R 6 )-C(0)-N(R 5 )-(CH 2 ) n -0-lower alkyl, -or by tetrahydrofuran, substituted by 
4-Q-phenyl, or by piperazin-l-yl, morpholinyl, thiomorpholinyi, 
thiomorpholin-l-oxo, pyrrolidin-l-yi or by piperidin-l-yl or is 
5 benzopiperidin- 1 -yl or benzothien-2-yl, or 

is 

c) -(CH 2 )n+rphen)d, 

-N(R 5 )(CH 2 ) n -phenyl, optionally substituted by lower alkoxy, 
-0(CH 2 ) n -phenyl, or 
10 -N(R 5 )C(0)-phenyl,or 

is 

d) -N(R 5 ) (CH 2 ) n -5-or 6 membered aromatic or non aromatic heterocycle, 
optionally substituted by lower alkyl, -(CH 2 ) n -5-or 6 membered aromatic or non 
aromatic heterocycle 

15 or is 

e) -(CH 2 ) n -N(R 5 )(R 6 ), lower alkyl, -0-(CH 2 ) n -lower alkoxy, -(CH 2 ) D -lower alkoxy, 
lower alkoxy, cycloalkyl, -N(R 5 )(CH 2 ) n O-lower alkyl, -N(R 5 )(CH 2 ) n OH, 
-N(R 5 )(CH 2 ) n N(R 5 )(R 6 ), 

-C(0)0-lower alkyl, -(CH 2 ) n OH, -(HOCH) n C(0)0-lower alkyl, 
20 octahydro-quinoline, 3,4-dihydro-lH-isoquinoline, 

2,3-benzo-l,4-dioxa-8-aza-spiro[4,5]decane or l,4-dioxa-8-aza-spiro[4,5]decane; 

X is O, S or two hydrogen atoms; 

R 5 , R 6 are independently from each other hydrogen or lower alkyl, 

R 7 is lower alkyl, lower alkoxy, -C(0)-lower alkyl, -C(0)0-benzyl, -C(0)0-lower alkyl, 
25 -(CH 2 )nNR 5 R 6 , pyridinyl, optionally substituted by lower alkyl, or is 

-CH 2 N(R 5 )-C(0)0-lower alkyl, -NH-C(phenyl)*, pyrrohdinyl, piperidinyl, 
morpholinyl, piperazinyl, optionally substituted by lower alkyl; 

n is 0, 1, 2, 3 or 4; 

m isOorl; 



30 o 



is 0, 1, 2, 3 or 4; 
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and to their pharmaceutically acceptable salts for the manufacture of medicaments for the 
treatment of diseases related to the adenosine receptor. 

Some minor subgroups of compounds of the present formula I are known 
compounds and have been described, for example in EP 427 963, US 5,099,021, EP 295 656 
5 or DE 19 531 49. These compounds possess microbicide activity or may be used for 
lowering the blood glucose level. Furthermore, WO 00/18767 describes 2-piperazino 
alkylamino benzoazole, having an affinity to the dopamine subtype specific ligands and are 
therefore useful in the treatment of diseases, related to this receptor. The compounds of 
WO 00/18767 are not encompassed from the scope of the present invention. 

10 It has surprisingly been found that the compounds of general formula I are 

adenosine receptor ligands. 

Adenosine modulates a wide range of physiological functions by interacting with 
specific cell surface receptors. The potential of adenosine receptors as drug targets was first 
reviewed in 1982. Adenosine is related both structurally and metabolically to the bioactive 

15 nucleotides adenosine triphosphate (ATP), adenosine diphosphate (ADP), adenosine 

monophosphate (AMP) and cyclic adenosine monophosphate (cAMP); to the biochemical 
methylating agent S-adenosyi-L-methione (SAM); and structurally to the coenzymes NAD, 
FAD and coenzym A; and to RNA. Together adenosine and these related compounds are 
important in the regulation of many aspects of cellular metabolism and in the modulation 

20 of different central nervous system activities. 

The receptores for adenosine have been classified as Ai, A2a> A2B and A 3 receptors, 
belonging to the family of G protein-coupled receptors. Activation of adenosine receptors 
by adenosine initiates signal transduction mechanism. These mechanisms are dependent 
on the receptor associated G protein. Each of the adenosine receptor subtyps has been 

25 classically characterised by the adenylate cyclase effector system, which utilises cAMP as a 
second messenger. The Ai and A 3 receptors, coupled with Gi proteins inhibit adenylate 
cyclase, leading to a decrease in cellular cAMP levels, while A2A and A 2 b receptors couple to 
G s proteins and activate adenylate cyclase, leading to an increase in cellular cAMP levels. It 
is known that the Ai receptor system include the activation of phospholipase C and 

30 modulation of both potassium and calcium ion channels. The A 3 subtype, in addition to its 
association with adenylate cyclase, also stimulates phospholipase C and so activates 
calcium ion channels. 



35 



The Ai receptor (326-328 amino acids) was cloned from various species (canine, 
human, rat, dog, chick, bovine, guinea-pig) with 90-95% sequence identify among the 
mammalian species. The A 2A receptor (409-412 amino acids) was cloned from canine, rat, 
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human, guinea pig and mouse. The receptor (332 amino acids) was cloned from 
human and mouse with 45% homology of human A 3 with human Ai and Aza receptors. 
The A3 receptor (317-320 amino acids') was dnneA from human a — ~uu;* j .1. 

— '» »>•■.> uvg) iwuii ouu aiiccp. 

The Ai and A M receptor subtypes are proposed to play complementary roles in 
5 adenosine's regulation of the energy supply. Adenosine, which is a metabolic product of 
ATP, diffuses from the cell and acts locally to activate adenosine receptors to decrease the 
oxygen demand (A x ) or increase the oxygen supply (Aja) and so reinstate the balance of 
energy supply: demand within the tissue. The actions of both subtyps is to increase the 
amount of available oxygen to tissue and to protect cells against damage caused by a short 
10 term imbalance of oxygen. One of the important functions of endogenous adenosine is 
preventing damage during traumas such as hypoxia, ischaemia, hypotension and seizure 
activity. 

Furthermore, it is known that the binding of the adenosine receptor agonist to mast 
cells expressing the rat A 3 receptor resulted in increased inositol triphosphate and 
15 intracellular calcium concentrations, which potentiated antigen induced secretion of 
inflammatory mediators. Therefore, the A 3 receptor plays a role in mediating asthmatic 
attacks and other allergic responses. 

Adenosine is also a neuromodulator, possessing global importance in the modulation 
of molecular mechanisms underlying many aspects of physiological brain function by 

20 mediating central inhibitory effects. An increase in neurotransmitter release follows 

traumas such as hypoxia, ischaemia and seizures. These neurotransmitters are ultimately 
responsible for neural degeneration and neural death, which causes brain damage or death 
of the individual. The adenosine Ai agonists which mimic the central inhibitory effects of 
adenosine may therefore be useful as neuroprotective agents. Adenosine has been proposed 

25 as an endogenous anticonvulsant agent, inhibiting giutamate release from excitory neurons 
and inhibiting neuronal firing. Adenosine agonists therefore may be used as antiepileptic 
agents. Adenosine antagonists stimulate the activity of the CNS and have proven to be 
effective as cognition enhancers. Selective A 2a - antagonists have therapeutic potential in the 
treatment ofvarious forms of dementia, for example in Alzheimer's disease and are useful 

30 as neuroprotective agents. Adenosine A*- receptor antagonists inhibit the release of 
dopamine from central synaptic terminals and stimulate locomotor activity and 
consequendy improve Parkinsonian symptoms. The central activities of adenosine are also 
implicated in the molecular mechanism underlying sedation, hypnosis, schizophrenia, 
anxiety, pain, respiration, depression and substance abuse. Drugs acting at adenosine 

35 receptors therefore have therapeutic potential as sedatives, muscle relaxants, 

antipsychotics, anxiolytics, analgesics, respiratory stimulants and antidepressants, and they 
may be used in the treatment of ADHD (attention deficit hyper-activity disorder). 



WO 01/97786 



-6- 



PCT/EP01/06506 



An important role for adenosine in the cardiovascular system is as a cardioprotective 
agent. Levels of endogenous adenosine increase in response to ischaemia and hypoxia, and 
protect cardiac tissue during and after trauma (preconditioning). Adenosine agonists thus 
have potential as cardioprotective agents. 

5 Adenosine modulates many aspects of renal function, including renin release, 

glomerular filtration rate and renal blood flow. Compounds, which antagonise the renal 
affects of adenosine, have potential as renal protective agents. Furthermore, adenosine A 3 
and/or A 2B antagonists may be useful in the treatment of asthma and other allergic 
responsesor and in the treament of diabetes mellitus and obesity. 

Numerous documents describe the current knowledge on adenosine receptors, for 
example the following publications: 

Bioorganic & Medicinal Chemistry, 6, (1998), 619-641, 

Bioorganic & Medicinal Chemistry, 6, (1998), 707-719, 

I Med. Chem., (1998), 41, 2835-2845, 

I Med. Chem., (1998), 41, 3186-3201, 

J. Med. Chem., (1998), 41, 2126-2133, 

J. Med. Chem., ( 1999), 42, 706-721, 

J. Med. Chem., (1996), 39, 1164-1171, 

Arch. Pharm. Med. Chem., 332, 39-41, (1999). 

Objects of the present invention is the use of compounds of formula I and their 
pharmaceutically acceptable salts for the manufacture of medicaments for the treatment of 
diseases, related to the adenosine A2 receptor, novel compounds of formula I- A per se, 
their manufacture, medicaments based on a compound in accordance with the invention 
and their production as well as the use of compounds of formula I in the control or 
prevention of illnesses based on the modulation of the adenosine system, such as 
Alzheimer's disease, Parkinson's disease, neuroprotection, schizophrenia, anxiety, pain, 
respiration deficits, depression, asthma, allergic responses, hypoxia, ischaemia, seizure and 
substance abuse. Furthermore, compounds of the present invention may be useful as 
sedatives, muscle relaxants, antipsychotics, antiepileptics, anticonvulsants and 
cardiaprotective agents.The most preferred indications in accordance with the present 
invention are those, which base on the A 2 a receptor antagonistic activity and which include 
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disorders of the central nervous system, for example the treatment or prevention of certain 
depressive disorders, neuroprotection and Parkinson's disease as well as ADHD and 

-4utfviw Ai4VAULUO> 

The present invention relates also to novel compounds of the general formula 
Rv 

— N X 




S N "R- 
R 4 H 



l-A 



wherein 



R 1 is hydrogen, lower alkyl, lower alkoxy, benzyloxy, cydoalkyloxy, halogen, hydroxy or 
trifluoromethyioxy; 

R 2 , R 3 are independently from each other hydrogen, halogen, lower alkyl or lower alkyloxy, 

R 4 is hydrogen, lower alkyl, lower alkenyl, halogen, -C(0)-lower alkyl, 

-C(0)-halogen-lower alkyl, -CH(OH)-halogen-lower alkyl, -C(0)0-lower alkyl, 
-NHC(0)-lower alkyl, -(CH 2 ) n -OH, 

or is phenyl, which is optionally attached to the benzo group via the linker 

-(0) ra -(CH 2 )„- and is optionally substituted by N(R 5 )(R 6 ), halogen or nitro, 

or is 2,3-dihydro-lH-indolyl, azepan-l-yl, [l,4]oxazepan-4-yl, or is 

a five or six membered aromatic or non aromatic heterocycle, which may be 

attached to the benzo group via the linker -(0) m -(CH 2 ) n or -N=C(CH 3 )- 

and is optionally substituted by one or two group(s) R 7 , wherein R 7 is defined below, 

R' is 

(a) phenyl, optionally substituted by halogen-lower alkyi, -C(0)H or by the 
following groups 

-(CH 2 ) n -C(0)-N(R 5 )-(CH 2 ) n lower alkoxy, 
-(CH 2 ) n O-halogen-lower alkyl, 
-(CH 2 ) n O-(CH 2 ) n+ ,0-lower alkyl, 
-S(0) 2 -N(R 5 )-(CH 2 ) n O-lower alkyl, 
-(CH 2 )„OR 5 , 

-(CH 2 ) n N(R 5 )-(CH 2 ) 0 -lower alkoxy, 
-(CH 2 ) n N[(CH 2 ) 0 -lower alkoxyjz, 
-(CH 2 )„N[S(0) 2 CH 3 ] 2 , 
-(CH 2 ) 0 N[R S ](S(0) 2 CH 3 ], 
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-(CH 2 ) n N(R 5 )-loweralkenyl, 

-(CH 2 ) n N(R 5 )-(CH 2 ) 0 -cydoaIkyl, 

-(CH 2 ) n N(R 5 )-C(0)0-lower alkyl, 

-(CH 2 ) n -S-(CH 2 ) n -N(R 5 )(R fi ), 
5 -(CH 2 )„N(R 5 )-(CH 2 ) 0 -S-loweralkyl, 

-(CH 2 ) n N(R 5 )-S(0) 2 CH 3 

-(CH 2 ) n N(R 5 )-(CH 2 ) 0 -phenyl, 

-(CH 2 ) n N(R 5 )-(CH 2 ) 0 OH, 

-(CH 2 ) n N(R s )-(CH 2 ) 0 CH(OH)-CF 3 , 
10 -(CH 2 ) n N(R 5 )-(CH 2 ) 0 -CF 3) 

-(CH 2 ) n N(R 5 )-(CH 2 )o-0-CH(OH)-QH 3 (OCH 3 ) 2) 

-(CH 2 ) n N(R 5 )-(CH 2 ) 0 -0-C(0)-QH 3 (OCH 3 ) 2 , 

-N(R 5 )-C(0)-morpholin, 

- N(R 5 )-C(0)-N(R 5 )-phenyi, substituted by alkoxy, 
15 -S(0) 2 -morpholin, 

or is phenyl, which is optionally substituted by 

-(CR^Jn-five to seven membered aromatic or non aromatic heterocycle, and 
wherein the heterocycle may further substituted by hydroxy, -N(R 5 )(R 6 ) or lower 
alkyl, or by -(CH 2 )„N(R 5 )(CH 2 ) 0 -five or six membered aromatic or non aromatic 
20 heterocycle and wherein the heterocycle may further substituted by hydroxy, 

-N(R 5 )(R 6 ) or lower alkyl, 

or is -N(R 5 )-phenyi, which is optionally substituted by lower alkoxy, or 
is 

b) -(CH 2 )n-five or six membered aromatic or non aromatic heterocycle, with the 
25 exception of the the piperazinyi group in case if n=0, which rings may be optionally 

substituted by 

2-oxo-pyrrolidin, piperidinyl, phenyl, -(CH 2 ) n OH, halogen, CF 3 , =0, lower alkyl, 
cycloalkyl, -(CH 2 ) n -0-iower alkyl, -(CH 2 )nNH 2 , -(CH 2 ) n CN, -C(0)0-lower alkyl, 
-CH 2 -0-S(0) 2 CH 3 > -C(0)-lower alkyl, -C(0)-(CH 2 ) n -lower alkoxy, 
30 -CHz-N^CsH^, -CH r N(R 6 )C(0)0-lower alkyl, 

-N(R 6 )-C(0)-N(R 5 )-(CH 2 ) n -0-lower alkyl, -or by tetrahydrofuran, substituted by 
4-Cl-phenyl, or by piperazin-l-yl, morpholinyl, thiomorpholinyl, 
thiomorpholin-l-oxo, pyrrolidin-l-yl or bypiperidin-l-yl or is 
benzopiperidin-l-yl or benzothien-2-yl, or 
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is 

c) -N(R 5 )(CH 2 ) n+1 -phenyl, optionally substituted by lower alkoxy, 
r>(ru \ _i i 

-N(R 5 )C(0)-phenyi, or 
5 is 

d) -N(R 5 )(CH 2 ) n -5-or 6 membered aromatic or non aromatic heterocycle, 
optionally substituted by lower alkyl, -(CH 2 ) n -5-or 6 membered aromatic or non 
aromatic heterocycle 

or is 

10 e) -0-(CH 2 ) n -lower alkoxy, lower alkyl-lower alkoxy, -N(R 5 )(CH 2 ) n N(R 5 )(R 6 ), 

-(CH 2 ) n OH, -(HC=CH) n C(0)0-lower alkyl, octahydro-quinoline, 
3,4-dihydro-lH-isoquinoline, 2,3-benzo-l,4-dioxa-8-aza-spiro[4^]decane or 
1 ,4-dioxa-8-aza-spiro [4,5] decane. 

X is O, S or two hydrogen atoms; 

15 R 5 , R 6 are independently from each other hydrogen or lower alkyl, 

R 7 is lower alkyl, lower alkoxy, -C(0)-lower alkyl, -C(0)0-benzyl, -C(0)0-lower alkyl, 
-(CHWnNR^R 6 , pyridinyl, optionally substituted by lower alkyl, or is 
-CH 2 N(R 5 )-C(0)0-lower alkyl, -NH-C(phenyl) 3 , pyrroUdinyl, piperidinyl, 
morpholinyl, piperazinyl, optionally substituted by lower alkyl; 

20 n is 0, 1, 2, 3 or 4; 

m is 0 or 1; 

o is 0, 1,2, 3 or 4; 

and to their pharmaceutical^ acceptable salts for the manufacture of medicaments for the 
treatment of diseases related to the adenosine receptor. 

25 As used herein, the term 'lower alkyl" denotes a saturated straight- or branched- 

chain alkyl group containing from 1 to 6 carbon atoms, for example, methyl, ethyl, propyl, 
isopropyl, n-butyl, i-butyl, 2-butyl, t-butyl and the like. Preferred lower alkyl groups are 
groups with 1-4 carbon atoms. 



As used herein, the term 'lower alkenyl" denotes a unsaturated straight- or branched- 
30 chain alkyl group containing from 2 to 6 carbon atoms, for example, ethylen, propylen, 
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isopropylen, n-butyien, i-butylen, 2-butylen, t-butyien and the like. Preferred lower alkyl 
groups are groups with 2-4 carbon atoms. 

The term "cycloalkyl" denotes a saturated carbocyclic group, containing 3-6 carbon 
atoms. 

5 The term "halogen" denotes chlorine, iodine, fluorine and bromine. 

The term 'lower alkoxy" denotes a group wherein the alkyl residues is as defined 
above, and which is attached via an oxygen atom. 

The term "five or six membered aromatic or non aromatic heterocycle" denotes the 
following group: aromatic heterocyclic groups are, for example pyrroH-yi, tetrazolyl, 
10 imidazol-1 or 2-yl, pyrazoll-yl, pyridin-1, 2, 3 or 4r-yl, pyrazinyl, pyrimidinyi, pyridazinyi, 
isothiazolyl, isoxazolyl, thiazolyl, thienyl or furyl; Non aromatic heterocyclic groups are, 
for example, pyrrolidinyl, imidazolidinyl, pyrazohdinyl, piperidinyl, piperazinyl, 
morpholinyl, thiomorpholinyl, thiomorpholin-l,l-dioxo or thiomorpholin-l-oxo. 

The term "pharmaceutical acceptable acid addition salts" embraces salts with 
15 inorganic and organic acids, such as hydrochloric acid, nitric acid, sulfuric acid, 

phosphoric acid, citric acid, formic acid, fumaric acid, maleic acid, acetic acid, succinic 
acid, tartaric acid, methane-sulfonic acid, p-toluenesulfonic acid and the like. 

Preferred compounds of formula I are those, wherein R 1 is methoxy, X is oxygen and 
R 2 /R 3 are hydrogen. 

20 Exemplary preferred are compounds of formula I for the above mentioned use, wherein R 
is an unsubstituted or substituted five or six membered aromatic heterocyde, for example 
the following compounds: 

N-(4-methoxy-7-morpholin-4-yl-benzothiazol-2-yl)-2-methyl-isonicotinamide > 
5-methyl-thiophene-2-carboxylic acid (4-methoxy-7-phenyl-benzothiazol-2-)d)-amide, 
25 5-methyl-furari-2-carboxylic acid (4-methoxy-7-phenyl-benzothiazol-2-yl)-amide, 
N-(4-methoxy-7-phen)d-benzothia2ol-2-yl)-isonicotin amide, 

5-methyl-thiophene-2-carboxylic acid (4-methoxy-7-pyridin-4-yl-benzothiazol-2-yi)- 
amide, 

5-methyl-thiophene-2-carboxyUc acid (4-methoxy-7-pyridin-3-yl-benzothiazol-2-yl)- 
30 amide, 

5-methyl-thiophene-2-carboxylic acid [4-methoxy-7-(2-methyl-pyridin-4-yl)- 
benzothiazol-2-yl] -amide, 

5-methyl-thiophene-2-carboxylic acid [7-(3-amino-phenyi)-4-methoxy-benzothiazol-2- 
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yl] -amide, 

N-(4-methoxy-7-thiophen-2-yl-benzot^^ 

N-[4-methoxy-7-(2-pyridin-2-yl-tto^ 

isonicotinamide, 

N-[4-methoxy-7-(2-pyrroKdin-l-yi-thiazol-4-yi)-benzothi 
isonicotinamide, 

N- {4-methoxy-7- [2-(4-methyl-piperazin- 1 -)d)-thiazol-4-yI] -benzothiazol-2-yl} -2-methyl- 
isonicotinamide and 

N-[4-methoxy-7-(5-methyl-thiophen-2-)d)-benzothiazol-2-yl]-2-me 
276 

Further preferred compounds of formula I for the above mentioned use are 
compounds, wherein R is an unsubstituted or substituted five or six membered non 
aromatic heterocycle, for example the following compounds: 

morpholine-4-carboxylic acid (4-methoxy-7-phenyl-benzothiazol-2-yl)-aniide > 
thiomorpholine-4-caiboxylic acid (4-methoxy-7-phenyl-benzothiazol-2-yl)-amide, 

1- oxo-ll 4-thiomorpholine-4-carboxylic acid (4-methoxy-7-phenyI-benzothiazol-2-yI)- 
amide, 

morpholine-4-carboxylic acid {4-methoxy-7-[2-(6-methyl-pyridin-3-yl)-thiazol-4-yi]- 
benzothiazol-2-yi}-amide, 

morpholine-4-carboxyiic acid [4-methoxy-7-(2-pyridin-2-yi-thiazol-4-yi)-beiizothiazol-2-- 
yl] -amide, 

morpholine«4-carboxylic acid {4-methoxy-7-[2-(4-methyl-piperazin-l-yi)-thiazol-4-)d]- 
benzothiazol-2-yl}-amide, 

morpholine-4-carboxyiic acid [4-methoxy-7-(2-piperidin-l-yi-thiazol-4-yi)-benzothiazol- 

2 - yl] -amide, 

morpholine-4-carboxylic acid [4-methoxy-7-(5-methyl-thiophen-2-yi)-ben2othiazol-2- 
yl] -amide, 

4-(4-methoxy-7-morpholin-4-yl-benzothiazoL^^ 
acid tert-butyl ester, 

1- acetyl-piperidine-4-carboxjdic acid (4-methoxy-7-morpholin-4-)d-benzothiazol-2-yl)- 
amide, 

4-oxo-piperidine-l-carboxylic acid (4-methoxy-7-morpholin-4-yl-benzothiazol-2-yi)- 
amide and 

1 - oxo- 1 V 1 - thiomorpholine-4- carboxylic acid (4-methoxy-7-piperidin-l-yl-ben2othiazol- 

2- yl)-amide. 
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Preferred are further compounds, wherein R is methoxy, for example the following 
compounds: 

rac-[7-(2-bromo-l-hydrox7-eth^ ac id methyl 

ester, 

{4-methoxy-7-[2-(6-methyl-pyri^ aci d 
methyl ester, 

[4-methoxy-7-(2-pyridin-2-yl-thiazol-4-y0^ acid methyl ester, 

[4-methoxy-7-(2-piperidm-l-yl-th^ acid methyl 

ester and 

{4-methoxy-7- [2-(4-methyl-piperazin- 1 -yl)-thiazol-4-yl] -benzothiazol-2-yl}-carbamic 
acid methyl ester. 

Preferred compounds of formula I for the above mentioned use are those, wherein R 

is 

phenyl, optionally substituted by halogen, CF 3 , -CH 2 OH, -CH 2 NHCH2CH20CH 3> 
-CH 2 NHCH 2 CH 2 OH, -CH 2 NHCH 2 -pyridinyl, -CH 2 NH 2 , -CH 2 NHCH 2 CH 2 SCH 3 , 
-CH 2 N(CH3)CH2CH 2 SCH3, -CH 2 N(CH 3 )CH 2 CH 2 OCH 3 , 

-CH 2 N(CH 2 CH 3 )CH 2 CH 2 OCH3, -CH 2 NHCH 3 , -CH 2 SCH 2 CH 2 N(CH 3 ) 2 , -CH 2 OCH 3 , 
-CH 2 OCH 2 CH 2 OCH 3 or -CH 2 N(CH 3 )C(0)OCH 3 > for example the following compounds: 
4-hydroxymethyl-N-(4-meihoxy-7-phe 

4-fluoro-N-(4-methoxy-7-phenyl-benzothiazol-2-yi)-benzamide, 
2-(4-fluoro-benzoylamino)-4-methoxy-benzothiazole-7-carboxyKc acid methyl ester, 
4- [ (2-methoxy-ethylamino)-methyl] -N-(4-methoxy-7-phenyl-benzothiazol-2^)- 
benzamide, 

4-[(2-hydroxy-ethylamino)-me^^ 
benzamide, 

N-(4-methoxy-7-phenyl-benzothiazol^^^ 
benzamide, 

N-(4-methoxy-7-phenyl-benzothiazo^^ 
benzamide, 

4 - aminomethyl-N- ( 4- methoxy- 7- phenyl-benzo thiazol-2 -yl ) -benzamide, 
N-(4-methoxy-7-phenyl-benzothiazol-2-yi)-4- [ (2-methylsulfanyl«ettylamino)-methyl]- 
benzamide, 

4-{[(2-methoxy-ethyl)-methyl-airuno]-methyl}-N-(4-methoxy-7-morphoUn 
benzothiazoI-2-yl)-benzamide, 

N-[7-(2-amino-thiazol-4-yl)-4-me1±ioxy-benzothiazol-2-yl]-4-fluoro-benzamide, 
4-fluoro-N-{4-methoxy-7-[2-(6-methyl-^^ 
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benzamide, 

4-fluoro-N-(4-methoxy-7-thi^^ 

4-fluoro-N-{4-methoxy-7-[2-(4-methyi^ 

benzamide, 

5 4-{[(2-methoxy-etliyl)-methyl-amino]-meft^ 

yl)-thiazol-4-yi]-benzothiazol-2-yl}-ben2amide, 

4-{[(2-Methoxy-ethyl)-methyl-arnm^^ 

benzothiazol-2-yi)~benzamide, 

4-{[(2-metho:^-ethyI)-methyl-amm^ 
10 4-yi)-benzothiazol-2-yl]-benzamide, 

N-(4-methoxy-7-morpholin-4-yl-beii^ 

4-fluoro-N-(4-methoxy-7-morpholin-4^ 

N-(4-metlioxy-7-morpholin-4-yI-benzothiazol-2-yi)-benzamide, 
4-chloro-3-{[eiliyl-(2-methoxy-ethyl)-ai^ 
15 benzothiazoI-2-yi)-benzamide, 

N-(4-mellioxy-7-morpho]in-4-yi-bra^ 
4-cMoro-N-(4-methoxy-7-morpholm^ 
benzamide, 

4-cHoro-3 - { [ (2-methoxy-ethyl)-met^^ 
20 yl-benzothiazol-2-yi)-benzamide, 

4-chloro-3- [(2-methoxy-ethyiamino)-niethyi] -N-(4-methoxy-7-morpholin-4-yi- 
benzothiazol-2-yl) -benzamide, 

3- [(2-methoxy-ethylamino)-methyl]-N^^ 
yl)-benzamide, 

25 3-{ [(2-methoxy-ethyi)-methyi-amino] -methyl}-N-(4-methoxy-7-morpholin-4-yi- 
benzothiazol-2-yl)-benzamide, 

4- [(2-ethoxy-ethylamino)-me 
benzamide, 

N-(4-methoxy-7-morphoUn-4-y^ 
30 4-(2-dimethylamino-ethylsul^^ 
2-yl)-benzamide, 
4-{[(2-ethoxy-ethyl)-ethyl-ainino 
benzothiazol-2-yl)-benzamide, 

4-{ [(2-ethoxy-ethyl)-methyl-amino] -methyl}-N-(4-methoxy-7-morpholin-4-yl- 
35 benzothiazol-2-yl)-benzamide, 

4-(2-methoxy-ethoxymethyl)-N<4^ 
benzamide, 
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4-methoxymethyi-N-(4-methoxy-7-morpto 

N-(4-methoxy-7-thiomorpholin-4-yl-benzothiazol-2-yl)-benzamide and 

[4-(4-methoxy-7-morphohn-4-yl-benzoth^^ 

acid methyl ester. 

Further preferred compounds of formula I for the above mentioned use are those, 
wherein R is phenyl, substituted by a optionally substituted -(CH 2 )„-five to seven 
membered aromatic or non aromatic heterocyde, for example the following compounds: 

4-imidazol-l-yl-methyl-N-(4-methoxy-7-phenyl-benzotJiiazoI--2-yI)-benzamide, 

4-(4-Hydroxy-piperidm-l-yl-me1iiyl^ 

benzamide, 

4- [ 1 ,4] diazepan- 1 -yl-methyl-N- (4-methoxy-7-phenyl«benzothiazol-2-yl)-ben2amide > 

4-(3(S)-dimethylamino-pyra 

yl)-benzamide, 

N-{4-methoxy-7-[2-(6-methyl-pyridin-3-yl)-^ 
pyrrolidine 1-yl-methyl-benzamide, 
N-(4-methoxy-7-thiophen-2-yl-benzoto 
N-[4-methoxy-7-(2-pyridin-2-yl-tM^^ 
methyl-benzamide, 

4-cUoro-N-(4-methoxy-7-morpholin-4-yl-be 
benzamide, 

N-(4-methoxy-7-moiphoUn-4-yl-benzothiazo^^ 
N-(4-methoxy-7-moipholin-4-yI-benzotlu^ 
benzamide and 

N-(4-methoxy-7-morphoIin-4-yl-benzotW^ 
benzamide. 

Especially preferred are compounds, wherein R 4 is an optionally substituted five to 
seven membered aromatic or non aromatic heterocycle, which is for example morpholine 
or piper azine. 

Preferred compounds of formula IA are those, wherein R 1 is methoxy, X is oxygen 
andR 2 /R 3 are hydrogen. 

Exemplary preferred are compounds of formula IA, wherein R' is an unsubstituted or 
substituted five or six membered aromatic heterocycle, for example the following 
compounds: 

N-(4-methoxy-7-morpholm-4-yl-benzotW^ 
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5-methyl-thiophene-2-carboxylic acid (4-methoxy-7-phenyi-benzothiazol-2-)d)-ainide, 
5-methyI-foran--2-carboxyiic acid (4-methoxy-7-phenyi-benzothiazol-2-)d)-amide, 
N-(4-methoxy-7-phenyl-beii2othia2ol-2-yl)-isoriicotinamide > 

5-methyi-thiophene-2-carboxylic acid (4-methoxy-7-pyridin-4-yi-benzothiazol-2-yl)- 
amide, 

5-meth)d-thiophene-2-carboxyiic acid (4-methoxy-7-pyridin-3-yi-benzothiazol-2-yl)- 
amide, 

5-methyl-thiophene-2-carboxylic acid [4-methoxy-7-(2-methyl-pyridin-4-yl)- 
benzothiazol-2-yi] -amide, 

5-methyl-thiophene-2-carboxylic acid [7-(3-amino-phenyi)-4-memoxy-benzothia2ol-2- 
yi] -amide, 

N-(4-methoxy-7-tMophen-2-yl-benzoth^ 

N-[4-methoxy-7-(2-pyridin-2-yl-thiazol-4-yi)-benzothiazol-2-^ 
isonicotinamide, 

N-[4-methoxy-7-(2-pyrrohdin-l-yi-to 
isonicotinamide, 

N-{4-methoxy-7-[2-(4-methyi-piperaz^ 
isonicotinamide and 

N-[4-methoxy-7-(5-methyl-tfr^ 

Further preferred compounds of formula IA are compounds, wherein R is an 
unsubstituted or substituted five or six membered non aromatic heterocycle, for example 
the following compounds: 

morpholine-4-carboxylic acid (4-methoxy-7-phenyl-benzothiazol-2-yl)-amide, 
thiomorpholine-4-carboxyiic acid (4-methoxy-7-phenyi-benzothiazol-2-yl)-amide, 

1- oxo-ll 4-thiomorpholine-4-carboxyiic acid (4-methoxy-7-phenyl-benzothiazol-2-yl)- 
amide, 

morpholine-4-carboxylic acid {4-methoxy-7-[2-(6-meth)d-pyridin-3-^)-thiazol-4-yl]- 
benzothiazol-2-yI}-amide, 

morpholine-4-carboxylic acid [4-methoxy-7-(2-pyridin-2-)d-thiazol-4-yl)-benzothiazol-2- 
yi] -amide, 

morpholine-4-carboxylic acid {4-methoxy-7-[2-(4-methyl-piperazin-l-yl)-thiazol-4-yl]- 
benzothiazol-2-yl}-amide, 

morpholine-4-carboxyiic acid [4-methoxy-7-(2-piperidin-l-yl-tbia2ol-4-yl)-benzothia2ol- 

2- yl] -amide, 
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morpholine-4-carboxylic acid [4-methoxy-7-(5-methyi-thiophen-2-yI)-benzothiazol-2- 
yl] -amide, 

4-(4-methoxy-7-moi^holin-4-yl-benzothiazol^ 
acid tert-butyl ester, 

l-acetyl-piperidine-4-carboxylic acid (4-methoxy-7-morpholin-4-yi-benzothiazol-2-yl)- 
amide, 

4-oxo-piperidine-l-carboxylic acid (4-methoxy-7-morpholin-4-yl-benzothiazol-2-yl)- 
amide and 

1- oxo-lX 4 -thiomorpholine-4-carboxyiic acid (4-methoxy-7-piperidin-l-yi-benzothiazol- 

2- yl)-amide. 

Preferred are further compounds, wherein R is methoxy, for example the following 
compounds: 

rac-[7-(2-bromo-l-hydroxy-eth)d)-4-methoxy-benzothiazol-2-yl]-carbamic acid methyl 
ester, 

{4-methoxy-7- [2-(6-methyl-pyridin-3-yl)-thiazol-4-yl] -benzothiazol-2-yl}-carbamic acid 
methyl ester, 

[4-methoxy-7-(2-pyridm-2-yl-to acid methyl ester, 

[4-methoxy-7-(2-piperidin-l-yl-thiazol-4-^^^ acid methyl 

ester and 

{4-methoxy-7- [2-(4-methyl-piperazin-l-yl)-thiazol-4-yl] -benzothiazol-2-yl}-carbamic 
acid methyl ester. 

Preferred compounds of formula IA are those, wherein R' is 
phenyl, optionally substituted by -CH 2 OH, -CH2NHCH2CH2OCH3, 
-CH 2 NHCH 2 CH 2 OH, -CH 2 NHCH 2 -pyridinyl, -CH 2 NH* -CH 2 NHCH 2 CH 2 SCH 3 , 
-CH 2 N(CH 3 )CH 2 CH 2 SCH 3 , -CH 2 N(CH 3 )CH 2 CH 2 OCH 3 , 

-CH 2 N(CH 2 CH 3 )CH 2 CH 2 OCH 3 , -CH 2 NHCH 3 , -CH 2 SCH 2 CH 2 N(CH 3 ) 2 , -CH 2 OCH 3 , 
-CH 2 OCH 2 CH 2 OCH 3 or -CH 2 N(CH 3 )C(0)OCH 3 , for example the following compounds: 
4-hydroxymethyI-N~(4-methoxy-7-phenyN^ 

4- [(2-methoxy-ethylamino) -methyl] -N-(4-metkoxy-7-phenyl-benzothiazoI-2-yl)- 
benzamide, 

4- [(2-hydroxy-ethylamino)-methyl] -N-(4-methoxy-7-phenyl-benzothiazol-2-yl)- 
benzamide, 

N-(4-methoxy-7-phenyl-benzothiazol-2-yl)-4-{ [ (pyridin-4-ylmethyl)-amino] -methyl}- 
benzamide, 

N-(4-methoxy-7-phenyl-benzothiazol-2^ 
benzamide, 
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4-aminomethyI-N-(4-methoxy-7-ph^^ 

N-(4-methoxy-7-phenyl-benzoth^ 

benzamide, 

4^[(2-methoxy-ethyI)-methyl-ai^ 
i benzothiazol-2-yi) -benzamide, 
N-[7-(2-amino-thiazol-4-yl)-4-m^ 
4-fluoro-N-{4-methoxy-7-[2-(6-met^ 
benzamide, 

4-{[(2-methoxy-ethyl)-met^^ 
yl)-thiazol-4-yl] -benzothiazol-2-yi} -benzamide, 

4-{ [(2-Methoxy-ethyi)-methyl-amino] -methyl}-N-(4-methoxy-7-thiophen-2-yl- 
benzothiazol-2-yi) -benzamide, 

4-{[(2-methoxy-ethyl)-methyl-amino]-methyi}-N-[4-methoxy-7-(2-py^ 
4-yl)-benzothiazol-2-yl] -benzamide, 

N-(4-methoxy-7-morpholin-4-yl-benzothiazol-2-yi)-4-lrifluoromethyl-b 
N-(4-methoxy-7-morpholin-4-yl-benzothiazol-2-yl)-benzamide > 
4-cMoro-3-{ [ethyl-(2-methoxy-ethyl> 
benzothiazol-2-yi)-benzamide, 

N-(4-metiioxy-7-morpholin-4-yl-benzothiazol-2-yl)-3-methylamm 

4-chloro-N-(4-methoxy-7-morpholin-4^^^^ 

benzamide, 

4-cMoro-3-{[(2-methoxy-ethyI)-me^ 
yl -benzothiazol- 2 -yi) -benzamide, 
4-cMoro-3-[(2-methoxy-ethyiammo^ 
benzothiazol-2-yI)-benzamide, 

3-[(2-methoxy-ethylamino)-methyi] -N-(4-methoxy>7-morpholin-4-yi-benzothiazol-2- 
yl)-benzamide, 

3- {[(2-methoxy-ethyl)-methyl-amm^^ 
benzothiazol-2-yl) -benzamide, 

4- [ (2-ethoxy-ethylaraino) -methyl] -N-(4-methoxy-7-morpholin-4-yl-benzothiazol-2-yl)- 
benzamide, 

N-(4-methoxy-7-morpholin-4-yl-benzothi^^ 

4-(2-dimethylammo-ethylsul^^ 

2-yl)-benzamide, 

4-{[(2-ethoxy-ethyi)-ethyl-am^ 

b enzothiazol-2-yl) -benzamide, 

4-{ [(2-ethoxy-ethyl)-methyl-amino] -methyl}-N-(4-methoxy-7-morpholin-4-yl- 
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benzothiazol-2-yl)-benzamide, 

4-(2-methoxy-ethoxymethyl)-N-(4-methoxy-7-^ 

benzamide, 

4-methoxymethyl-N-(4-methoxy-7-mo^ 

N-(4-methoxy-7-thiomoiphoIin-4->d-benzothiazol-2-yl)-benzamide and 

[4-(4-melhoxy-7-morpholin-4-yl-benzothi^ 

acid methyl ester. 

Further preferred compounds of formula IA are those, wherein R* is phenyl, 
substituted by a optionally substituted -(CR^n-five to seven membered aromatic or non 
aromatic heterocycle, for example the following compounds: 

4-imidazol-l-ylmethyl-N-(4-me^^ 

4-(4-Hydroxy-piperidin-l-yl-methyl)-N-^^^ 

benzamide, 

4- [ 1 ,4] diazepan- 1 -yl-methyl-N-(4-methoxy-7-phenyl-benzothiazol-2-)i)-benzamide, 

4-(3(S)-dimethylamino-pyiroUdin-^ 

yi) -benzamide, 

N-{4-methoxy-7-[2-(6-methyl-pyri^ 
pyrr olidin- 1 -yl-methyl-benzamide, 
N-(4-methoxy-7-tlriophen-2-yl-benzot^ 
N-[4-methoxy-7-(2-pyridin-2-yl-di^ 
methyl-benzamide, 

4-cMoro-N-(4-methoxy-7-morpholin-4-yl-ben^^ 
benzamide, 

N-(4-methoxy-7-morpholin-4-yi-benzothiazol-2-yl)-3-pyn-oUdin-l-yl^ 

N-(4-metlioxy-7-morpholin-4-yl-be^ 

benzamide and 

N-(4-methoxy-7-morpholin-4-yl-benzothiazol-2-yl)-4- (4-methyl-piperazin- 1 -yi-methyl)- 
benzamide. 

Especially preferred are compounds of formula IA, wherein R 4 is an optionally 
substituted five to seven membered aromatic or non aromatic heterocycle, which is for 
example morpholine or piperazine. 

The present compounds of formulas I and I-A and their pharmaceutically acceptable salts 
can be prepared by methods known in the art, for example, by processes described below, 
which process comprises 
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a) reacting a compound of formula 
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with a compound of formula 



ci- 
in 



5 and an amine of the formula R 5 R 6 NH or an appropiate cyclic amine 
to a compound of formula 



R 1 




S b v 

or to compounds of formula 1-1, wherein the group -NR 5 R 6 is replaced by a cyclic amine, 

wherein R 1 - R 6 and X have the significances given above, or 
10 b) reacting a compound of formula 

R 1 




s 



with a compound of formula 



i 

R' — C — CI 



VI 



to a compound of formula I-A, wherein R 1 - R 4 , R and X have the significances given 
15 above, or 

c) reacting a compound of formula 
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with a compound of formula 
to a compound of formula 



s H 

1-3 

wherein R 1 - R 5 have the significances given above, or 

d) hydrogenating a compound of formula 1-3 with H^Pd/C to give a compound of 
formula 

1-2 

wherein R 1 - R 5 have the significances given above, or 

e) reacting a compound of formula 1-3 with N-bromosuccinimide/H20 to give a 
compound of formula 

!-4 

Br 



R^SnBu, / Pd 
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wherein R 1 - R 5 have the significances given above, or 




£- *wAU4uxa 



wherein R - R s have the significances given above, or 
i g) reacting a compound of formula 1-5 with a compound of formula 



S 

H,N^R 7 



to a compound of formula 




c N O' 
s H 



R 

wherein R 1 - R 5 and R 7 have the significances given above, or 

h) reacting a compound of formula 1-5 with a compound of formula 

S 

R 8 

to a compound of formula 
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wherein R 1 - R 6 have the significances given above, or 

i) reacting a compound of formula 1-5 with a compound of formula 



NHBoc 
H a N^SsiH 



5 to a compound of formula 




XIV 



NHBoc 



and 



cleaving off the boc-group to a compound of formula 




f-8 



wherein R 1 - R 5 have the significances given above, or 
10 j) modifying one or more substituents R 1 - R7 6 within the definitions given above, 
and 
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if desired, converting the compounds obtained into pharmaceutical^ acceptable acid 
addition salts. 

All reaction steps described above are carried out in conventional manner and are 
described in more detail in the working examples. 

5 In accordance with process variant a) a compound of formula II, for example 2- 

amino- 7-phenyi-4-methoxy-benzo thiazol in pyridine is dissolved in tetrahydrofuran and is 
then treated with phosgene in toluene. The reaction mixture is concentrated to half the 
volume under reduced pressure and the appropiate amine, for example an amine of 
formula R 5 R 6 NH or a cyclic amine, such as morpholine or thiomorpholine, are added The 
10 obtained product is isolated by flash chromatography. 

Reaction variant b) describes the process for preparation of a compound of formula I, 
wherein a compound of formula II is reacting with a compound of formula IV. The 
reaction is carried out for about 10 minutes in conventional manner. The obtained 
compound is then isolated by flash chromatography. 

15 The salt formation is effected at room temperatures in accordance with methods 

which are known per se and which are familiar to any person skilled in the art Not only 
salts with inorganic acids, but also salts with organic acids came into consideration. 
Hydrochlorides, hydrobromides, sulphates, nitrates, citrate, acetates, maleates, succinates, 
methan-sulphonates, p-toluenesulphonates and the like are examples of such salts. 

20 In Examples 1-187 and in the following schemes 1 and 2 the preparation of 

compounds of formula I is described in more detail. 

The starting materials are known compounds or may be prepared according to methods 
known in the art 
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wherein the numbers 1-6 have the following meaning: 
1 MeO(CO)Cl,base 
5 2 Id 

3 R 4 -B(OR 5 ) 2 orR 4 -Sn(CH 3 ) 3 , Pd-catalyst 

4 KOH 

5 C(X)Q 2 , R 5 R S NH, or R^CX 

6 RC(X)Cl,base 

10 The definition of substituents is described above. 



Scheme 2 




wherein the numbers 1-6 have the following meaning 
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1 R 4 -B(OR 5 ) 2 or R 4 -Sn(CH 3 ) 3 , Pd-catalyst 

2 HfcPd-C 

3 Ph(CO)NCS 

4 NaOMe 
5 5 Br 2 

6 RC(X)Cl,base 

und the definition of the substituents R 1 - R 4 , R 5 , X and R is given above. 

Scheme 3 




The definitions of R 1 to R 5 are given above and NBS is N-bromosu<xinimide. 
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Scheme 4 



S 

x 

1-5 + H 2 N R 7 




The definitions of R 1 to R 5 and R 7 are given above. 

Scheme 5 



x 



1-5 + H 2 N 

R 6 




The definitions of R 1 to R 6 are given above. 



Scheme 6 



NHBoc 
1-5 + H 2 N^NH 




The definitions of R 1 to R 5 are given above. 
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The reactions described in schemes I to 6 are carried out in conventional manner. 

The compounds of formulas I and I-A and their pharmaceutical^ usable addition 
salts possess valuable pharmacological properties. Specifically, it has been found that the 
5 compounds of the present invention are adenosine receptor ligands and possess a high 
affinity towards the adenosine A2A receptor. 

The compounds were investigated in accordance with the test given hereinafter. 

Human adenosine A2A receptor 

The human adenosine A2A receptor was recombinantly expressed in Chinese hamster 
10 ovary (CHO) cells using the semliki forest virus expression system. Cells were harvested, 
washed twice by centrifugation, homogenised and again washed by centrifugation. The 
final washed membrane pellet was suspended in a Tris (50 mM) buffer containing 120 mM 
NaCl, 5 mM KC1, 2 mM CaCl 2 and 10 mM Mgd 2 (pH 7.4) (buffer A). The [ 3 H]-SCH- 
58261 (Dionisotti et al., 1997, Br J Pharmacol 121, 353; InM) binding assay was carried out 
15 in 96-weIl plates in the presence of 2.5 |ig of membrane protein, 0.5 mg of Ysi-poly-l-lysine 
SPA beads and 0.1 U adenosine deaminase in a final volume of 200 jj1 of buffer A. Non- 
specific binding was defined using xanthine amine congener (XAC; 2 jiM). Compounds 
were tested at 10 concentrations from 10 jiM-0.3 nM. All assays were conducted in 
duplicate and repeated at least two times. Assay plates were incubated for lhour at room 
20 temperature before centrifugation and then bound ligand determined using a Packard 
Topcount scintillation counter. IC50 values were calculated using a non-linear curve fitting 
program and Ki values calculated using the Cheng-Prussoff equation. 

In accordance with the invention, it has been shown that compounds of formula I 
have a high affinity toward the A2A receptor. The most preferred compounds show an 
25 affinity to the hA2A binding in the scope of a pKi value between 8.5 to 9.3. 



Examples of such compounds are the followings: 



Example No. 


pKi value 


3 


8.8 


10 


9.0 


17 


9.3 


23 


8.9 
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36 


9.1 


59 


9.0 


61 


8.9 


62 


9.1 


91 


8.8 


92 


8.9 


96 


8.8 


100 


9.3 


107 


8.8 


108 


8.9 


121 


9.0 


125 


9.0 


157 


8.9 


159 


8.9 


201 


8.6 


221 


8.7 


238 


8.7 


240 


8.5 


253 


8.6 


258 


8.9 


271 


8.6 


275 


8.7 
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277 


8.7 


278 


o c 


279 


8.8 


280 


8.7 


282 


8.6 


283 


9.0 


286 


8.8 


287 


8.5 


289 


8.9 


290 


8.6 


292 


8.8 


298 


8.7 


301 


8.5 


304 


8.5 


308 


9.1 


309 


8.5 


314 


8.5 


315 


8.6 


317 


8.6 


326 


8.5 


327 


8.5 



342 



8.5 
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369 



9.2 



The compounds of formula I and the pharmaceutical acceptable salts of the 
compounds of formula I can be used as medicaments, e.g. in the form of pharmaceutical 
preparations. The pharmaceutical preparations can be administered orally, e.g. in the form 
5 of tablets, coated tablets, drag^es, hard and soft gelatine capsules, solutions, emulsions or 
suspensions. The administration can, however, also be effected rectally, e.g. in the form of 
suppositories, parenterally, e.g. in the form of injection solutions. 

The compounds of formula I can be processed with pharmaceutically inert, inorganic 
or organic carriers for the production of pharmaceutical preparations. Lactose, corn starch 

10 or derivatives thereof, talc, stearic acids or its salts and the like can be used, for example, as 
such carriers for tablets, coated tablets, drag^es and hard gelatine capsules. Suitable carriers 
for soft gelatine capsules are, for example, vegetable oils, waxes, fats, semi-solid and liquid 
polyols and the like. Depending on the nature of the active substance no carriers are, 
however, usually required in the case of soft gelatine capsules. Suitable carriers for the 

15 production of solutions and syrups are, for example, water, polyols, glycerol, vegetable oil 
and the like. Suitable carriers for suppositories are, for example, natural or hardened oils, 
waxes, fats, semi-liquid or liquid polyols and the like. 

The pharmaceutical preparations can, moreover, contain preservatives, solubilizers, 
stabilizers, wetting agents, emulsifiers, sweeteners, colorants, flavorants, salts for varying 
20 the osmotic pressure, buffers, masking agents or antioxidants. They can also contain still 
other therapeutically valuable substances. 

Medicaments containing a compound of formula I or a pharmaceutically acceptable 
salt thereof and a therapeutically inert carrier are also an object of the present invention, as 
is a process for their production, which comprises bringing one or more compounds of 
25 formula I and/or pharmaceutically acceptable acid addition salts and, if desired, one or 
more other therapeutically valuable substances into a galenical administration form 
together with one or more therapeutically inert carriers. 

In accordance with the invention compounds of formula I as well as their 
pharmaceutically acceptable salts are useful in the control or prevention of illnesses based 
30 on the adenosine receptor antagonistic activity, such as Alzheimer's disease, Parkinson's 
disease, neuroprotection, schizophrenia, anxiety, pain, respiration deficits, depression, 
asthma, allergic responses, hypoxia, ischaemia, seizure and substance abuse. Furthermore, 
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compounds of the present invention may be useful as sedatives, muscle relaxants, 
antipsychotics, antiepileptics, anticonvulsants and cardiaprotective agents and for the 
production of corresponding medicaments. 

The most preferred indications in accordance with the present invention are those, 
5 which include disorders of the central nervous system, for example the treatment or 
prevention of certain depressive disorders, neuroprotection and Parkinson's disease. 

The dosage can vary within wide limits and will, of course, have to be adjusted to the 
individual requirements in each particular case. In the case of oral administration the 
dosage for adults can vary from about 0.01 mg to about 1000 mg per day of a compound of 
10 general formula I or of the corresponding amount of a pharmaceutically acceptable salt 
thereof. The daily dosage maybe administered as single dose or in divided doses and, in 
addition, the upper limit can also be exceeded when this is found to be indicated. 

Example 1 

N-(4-Methoxy-7-phenvl-benzothiazoK2-\dVbenzamide 

15 To a solution of 2-amino-4-methoxy-7-phenyl-benzothia2ole ( 100 mg, 0.4 mmol) in 
pyridine (2 ml) was added benzoyl chloride (55 mg, 0.4 mmol) and the mixture stirred 
overnight at 20 °C. To this mixture 2N HC1 to pH 1 (20 ml) was added then the mixture 
was extracted twice with EtOAc (20 ml), washed with saturated NaHC0 3 solution, dried 
with Na 2 S0 4 and the solvent evaporated. The crude product was then chromatographed 

20 over Si0 2 (Merck 230-400 mesh) eluting with CI^CWMeOH (98:2), the product fractions 
were pooled and the solvent evaporated, to afford the tide compound as a white solid (97 
mg, 69 % yield), MS: m/e=360 (M + ). 

Following the general method of example 1 the compounds of examples 2 to 49 were 
prepared 

25 Example 2 

Furan-2-carboxvlic acid (4-methoxv-7-phen^> benzothiazol-2-vn-amide 

Using furan-2-carboxylic acid chloride the title compound was prepared as a beige solid 
(41 % yield), MS: m/e= 251.3 (M+H+). 

Example 3 



30 5-Methvl-thiophene-2-carboxviic aci d (4-methoxy-7-phenvl-benzothia2ol-2^-amide 
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Using 5-methyl-thiophene-carboxylic acid chloride the title compound was prepared as a 
beige solid (36 % yield), MS: m/e= 381.3 (M+H*). 

Example 4 

Furan-2-carboxvlic acid (4,6-difluoro-benzothiazol-2-vD-amide 

5 Using 2-amino-4,6-difluoro-benzothiazole and furan-2-carboxylicacid chloride the title 
compound was prepared as a grey solid (81 % yield), MS: m/e= 280 (M*). 

Examples 

5-Methvl-thiophene-2-carboxylic acid (4,6-difluoro-benzothiazol-2-yl) -amiHp 

Using 2-amino-4>6-difluoro-benzothiazole and 5-methyl-thiophene-carboxylicacid 
10 chloride the title compound was prepared as a yellow solid (74 % yield), MS: m/e= 3 10 
(M+). 

Example 6 

N-(4,6-Difluoro-benzothia2ol-2-yn-benzamide 

Using 2-amino-4,6-difluoro-benzothiazole and benzoyl chloride the title compound was 
15 prepared as a beige solid (82 % yield), MS: m/e= 290 (M + ). 

Example 7 

N-(4-Methoxv-7-phenvi-benzothiazol-2-vn-acetamide 

Using acetyl chloride the title compound was prepared as a light brown solid (69 % yield), 
MS: m/e= 299.2 (M+H + ). 

20 Example 8 

4-Cvano-N-(4-methoxy-7"phenvl-benzothiazol-2-vi)-benzamide 

Using 4-cyario-benzoyl chloride the title compoxmd was prepared as yellow solid (84 % 
yield), MS: m/e= 385.1 (M + ). 

Example 9 

25 5-Melhvl-thiophene-2-carboxyiic acid (4-methoxy-benzothia2ol-2-YlVamide 
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Using 2-amino-4-methoxy-benzothiazole and 5-methyi-thiophene-2-carboxyiic acid 
chloride in pyridine the title compound was obtained as a beige solid (95 % yield), MS: 
m/e= 304,1 (M*)_ 

Example 10 

5 5-Methyl-furan-2-carb oxviic acid (4-methoxv-7-phenvl-ben7othia7.n1~?-vl)-amide 

Using 2-amino-4-methoxy-7-phenyi-benzothiazole and freshly prepared 5-methyl-furan- 

2- carboxylic acid chloride the title compound was obtained crude, which was 
chromatographed over Si0 2 (Merck 230-400 mesh) eluting with nHexane/EtOAc (4:1), to 
afford the pure title compound as a pale yellow solid (67 % yield), MS: m/e=364.0 (M + ). 

10 Example 11 

Furan-2-carboxvlic acid (4-methoxv-benzothiazol-2-vn-amide 

Using 2-amino-4-methoxy-benzothiazole and furan-2-carboxylic acid chloride in pyridine 
the title compound was obtained as a tan solid (100 % yield), MS: m/e=274.1 (M*). 

Example 12 

15 N- (4-Methoxy-benzothiazol-2- vD-benzamide 

Using 2-amino-4-methoxy-benzothiazole and benzoyl chloride in pyridine the tide 
compound was obtained as a white solid (72 % yield), MS: m/e=284.1 (M + ). 

Example 13 

Benzoyl thiophene-2-carboxvlic acid benzothiazol-2-vlamide 

20 Using 2 - amino-b enzothiazole and benzo [b] thiophene-2-carboxyUc acid chloride in 
pyridine the title compound was obtained as a light yellow solid (86 % yield), MS: 
m/e=311.1 (M+H + ). 

Example 14 

3- Methvl-thiophene-2-carboxylic acid benzothiazol-2-vlamide 

25 Using 2-amino-benzothiazoIe and 3-methyi-thiophene-2-carboxyIic acid chloride in 
pyridine the title compound was obtained as a yellow solid (69 % yield), MS: m/e=275.1 
(M+H + ). 
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Example 15 

5-Methvl-thiophene-2-carboxvlic acid benzothiazol-2-vIamide 

Using 2-amino-benzothiazole and 5-mrthyl-thiophene-2-carboxylic acid chloride in 
pyridine the title compound was obtained as a yellow solid (87 % yield), MS: m/e=275.1 
(M+H + ). 

Example 16 
N-Benzothiazol-2-yl-6-cMoro-nicotinamide 

Using 2-amino-benzothiazole and 2-chloropyridine-5-carboxylic acid chloride in pyridine 
the title compound was obtained as a white solid (97 % yield), MS: m/e=290.1 (M+H*). 

Example 17 

4-Hydroxymethyl-N-(4-methoxy-7-ph^ 

To a solution of 4-foimyl-N-(4-melioxy-7-phenyl-benzothiazol-2-yl)-benzaiiiide (194 
mg, 0.5 mmol), in THF (40 ml) was added sodium borohydride ( 19 mg, 0.5 mmol) and the 
mixture stirred for 2 h at r.t Water was added (30 ml) followed by IN HC1 (4 ml) and the 
mixture agitated. The aqueous phase was then extracted twice with EtOAc (30 ml), the 
combined organic phases were then washed with saturated NaCl solution, dried with 
Na 2 S0 4 filtered and evaporated. The crude residue was suspended in ether and 
ultrasonnicated for 10 min., the solid precipitate was filterted off, washed with ether then 
dried under vacuum (0.05 mmHg, 50 °C) to afford the title compound as a light yellow 
solid (150 mg, 77 % yield), MS: m/e= 390.0 (M + ). 

Example 18 

4-Formvl-N-(4-methoxy-7-phenvl-benzothiazol-2-vl)-benzamide 

Using 4-formyl benzoic acid the title compound was obtained as a light yellow solid (73 % 
yield), MS: m/e=388.1 (M+H + ). 

Example 19 

2-Methoxv-N-(4-methoxv-7-phenvl-benzothiazol-2-vlVbenzamide 

To a solution of 2-amino-4-methoxy-7-phenyl-benzothiazole (200 mg, 0.67 mmol) in THF 
(10 m) was added DMAP (10 mg, 0.08 mmol), triethyiamine (163 pi, 1.17 mmol) and 2- 
methoxybenzoyl chloride (136 jil, 1 mmol) in THF (2 ml). The mixture was then heated to 
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reflux for 2 h, after cooling, it was partitioned between 1:1 AcOEt/THF (70 ml) and 5% 
NaHC03 solution( 40 ml). The organic phase was washed with saturated NaCl solution (50 

A^oA tm'fU XT^.C/^ ~A J * I 1 j rm 

uu/) wm^u ttiujl i. lo^vy^j uikucu ouu uiv. ouivcxit icuiuvgu u-iiuci XCUUCCCI prCSUXC. J. lie 

residue was suspended in ether (10 ml), filtered, washed with ether then dried under 
5 vacuum (0.05 mmHg, 60 °C), to afford the title compound was a white solid (260 mg, 85 
% yield), MS: m/e= 390.0 (M + ). 

Example 20 

N-(4-Methoxv-7-phenyl-benzothiazoI-2-vl)-2-meth\d~benzamide 

Using 2-methyl-benzoyl chloride the title compound was obtained crude, which was 
10 chromatographed over Si0 2 (Merck 230-400 mesh) eluting with CHaCWEtOAc (1:1), to 
afford the pure title compound as a white solid, (88 % yield), MS: m/e=374.1 (M*). 

Example 21 

N-(4-Methoxv-7-phenvl-benzothiazol-2-vlV3-methvl-benzamide 

Using 3-methyl-benzoyl chloride the title compound was obtained crude, which was 
15 chromatographed over Si0 2 (Merck 230-400 mesh) eluting with CH 2 a 2 /EtOAc (1:1), to 
afford the pure title compound as a light yellow solid, (80 % yield), MS: m/e=374.0 (M + ). 

Example 22 

N-(4-Methoxy-7-phenyl-ben20thiazol-2-yl)-4-methyl-benzamide 

Using 4-methyl-benzoyl chloride the title compound was obtained crude, which was 
20 chromatographed over Si0 2 (Merck 230-400 mesh) eluting with CH 2 Cl 2 /EtOAc (1:1), to 
afford the pure tide compound as a white solid, (79 % yield), MS: m/e=374.1 (M + ). 

Example 23 

4>Fluoro-N-f4-methoxv-7-phenvl-benzothiazol-2-vl)-ben2amide 

Using 4-fluoro-benzoyl chloride the title compound was obtained crude, which was 
25 chromatographed over Si0 2 (Merck 230-400 mesh) eluting with CHzCWEtOAc (1:1), to 
afford the pure title compound as a white solid (68 % yield), MS: m/e=378.0 (M + ). 

Example 24 

3-Methoxy-N-f4-methoxv-7-phenyl-benzothiazoI-2-vl)-benzainide 
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Using 3-methoxy-benzoyl chloride the title compound was obtained crude, which was 
chromatographed over Si0 2 (Merck 230-400 mesh) eluting with CH 2 Cl 2 /EtOAc (1:1), to 
afford the pure title compound as a light yellow foam (75 % yield), MS: m/e=390.0 (M + ). 

Example 25 

4-MeAoxv-N-f4-methoxv-7-phenvl-ben2othia2ol-2-vn-benzamide 

Using 4-methoxy-benzoyl chloride the title compound was obtained crude, which was 
chromatographed over Si0 2 (Merck 230-400 mesh) eluting with CH 2 Cl 2 /EtOAc (1:1), to 
afford the pure title compound as a white foam (79 % yield), MS: m/e=390.1 (M + ). 

Example 26 

N-f4-Methoxv-7-phenvl-ben2othiazol-2-vl)-2-phenvl-acetamide 

Using phenylacetyl-chloride chloride the title compound was obtained crude, which was 
chromatographed over Si0 2 (Merck 230-400 mesh) eluting with CH 2 Cl 2 /EtOAc (1:1), to 
afford the pure title compound as a white solid (29 % yield), MS: m/e=374.1 (M + ). 

Example 27 

3-Methyl-thiophene-2-carboxYiic acid (4-methoxv-7-phenvl-benzothi azoU2^V a miHp 

Using 3-methyl-thiophene-2-carboxylicacid chloride the title compound was obtained 
crude, which was chromatographed over Si0 2 (Merck 230-400 mesh) eluting with 
C^CWEtOAc (1:1), to afford the pure title compound as a white solid (64 % yield), MS: 
m/e=380.0 (M + ). 

Example 28 

2,5-Dimethvi-furan-3-carboxvlic acid (4-methoxv-7-phenvl-benzothiazol-2-vl)-amide 

Using 2,5-dimethyl-furan-3-carboxyiicacid chloride the title compound was obtained 
crude, which was chromatographed over Si0 2 (Merck 230-400 mesh) eluting with 
CH 2 a 2 /EtOAc (1:1), to afford the pure title compound as a white solid (73 % yield), MS: 
m/e=378.1 (M+). 

Example 29 

3-Cvano-N-(4-methoxy-7-phenvl-benzothiazol-2-vlVbenzamide 
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Using 3-cyano-benzoyi chloride the title compound was obtained crude, which was 

rV»rr*matr*rrroT%lno^ mm-* Ci/"V t\J[r*-~^\r ->2A Ann ~*L \ • s-*>t ▼ >-vi ,-w-.. ^ . , - _ 

. — 0 » - r ~w«. vtwa w-iwz ^iiwvawu-iw mean; ciuuiig WILLI V^n 2 V-d 2 /l}tiJAC (1:1 

afford the pure title compound as a white solid (80 % yield), MS: m/e=385.0 (M*). 



Example 30 

5 N-(4'Methoxv-7-phenoxv-benzothiazol-2-vlVben2amide 

Using 4-Methoxy-7-phenoxy-benzothiazol-2-ylamine and benzoyl chloride the title 
compound was obtained crude, which was chromatographed over Si0 2 (Merck 230-400 
mesh) eluting with CH 2 Cl 2 /EtOAc (1:1), to afford the pure title compound as a white solid 
(72 % yield), MS: m/e=376.1 (M + ). 

10 Example 31 

4-Dimethylamino-N-(4-methoxy-7-pheOT 

Using 4-dimethylamino-benzoyl chloride in pyridine the title compound was obtained 
crude, which was chromatographed over Si0 2 (Merck 230-400 mesh) eluting with 
CH 2 C1 2 /(2N NH 3 in MeOH) (19:1), to afford the pure title compound as a beige solid (70 
15 % yield), MS: m/e=403.0 (M + ). 

Example 32 

4-Fluoro-N-(4-methoxy-7-phenvl-benzothiazol-2-vl)-N-methvl-benzamide 

Using (4-mmethoxy-7-phenyl-benzothiazol-2-yl)-methyl-aniine and 4-fluoro-benzoyl 
chloride in pyridine the title compound was obtained crude, which was chromatographed 
20 over Si0 2 (Merck 230-400 mesh) eluting with CH 2 Cl 2 /EtOAc ( 1:1), to afiford the pure title 
compound as a beige solid (88 % yield), MS: m/e=393.2 (M+H*). 



Example 33 

2-(4-Huoro-benzovlamino)-4-me thoxy-benzothiazole-7-carboxvhc acid methvl ester 

Using 2-amino-4-methoxy-benzothiazole-7-carboxylic acid methyl ester and 4-fluoro- 
25 benzoyl chloride the title compound was obtained as a white solid (91 % yield), MS: 
m/e=36U (M+H*). 



Example 34 



N-(7-tert-Butvl«4-methoxv-benzothiazol-2-vl)-4-fluor o-bpn7^iTiiHp 
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Using 7-tert-butyl-4-methoxy-benzothiazol-2-ylamiiie and 4-fluoro-benzoyl chloride the 
title compound was obtained as a white solid (75 % yield), MS: m/e=258.1 (M+H*). 

Example 35 

N-(7"Acetvlamino-4-methoxv-benzothiazol-2-vD-4-fluorQ-benzamide 

Using 7-acetylamino-4-methoxy-benzothiazol-2-ylamine and 4-fluoro-benzoyl chloride 
the tide compound was obtained as a tan solid (25 % yield), MS: m/e=359.1 (M+H + ). 

Example 36 

N-(4-Methoxy-7-phenvl-benzothiazol-2-vlVisonicotinamide 

Using pyridine-4-carboxylic acid chloride hydrochloride salt in pyridine the title 
compound was obtained crude. After cooling a solid precipitated from the reaction 
mixture which was further triturated with ether (10 ml) then collected on a glass sinter and 
further washed with ether (10 ml). The filter cake was then washed sequentially with 10% 
Na 2 C03 (20 ml), water (20 ml) followed by ether (20 ml) and the resulting product dried 
under vacuum (0.05 mmHg, 60 °C) to afford the pure title compound as a yellow solid 
(188 mg, 67 % yield), MS: m/e=361.0 (M + ). 

Example 37 

4- Fluoro-N-(4-methoxy"7-phenoxy-benzotjiiazol-2-Yl) >bpn7arnidfi 

Using 4-methoxy-7-phenoxy-benzothiazol-2-ylamine and 4-fluoro-benzoyl chloride the 
tide compound was obtained crude, which was chromatographed over Si02 (Merck 230- 
400 mesh) eluting with CH 2 Cl2/EtOAc (1:1), to afford the pure tide compound as a white 
solid (75 % yield), MS: m/e=394.1 (M + ). 

Example 38 

5- Methvl-thiophene-2-carboxvlic acid (4-methoxv-7-phenoxv-b enzothiazol-2-vD-amide 

Using 4-methoxy-7-phenoxy-benzothiazol-2-ylamine and 5-methyl-thiophene-2- 
carboxylic acid chloride the tide compound was obtained crude, which was 
chromatographed over Si0 2 (Merck 230-400 mesh) eluting with CH 2 Cl2/EtOAc (1:1), to 
afford the pure title compound as a pale yellow solid (76 % yield), MS: m/e=396.0 (M*). 

Example 39 

4-Huoro-N-(4-melhoxy-7-morpholin-4-vfa 
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Using 4-methoxy-7-morpholin-4-yimethyl-benzothiazol-2-^amine and 4-fluoro-benzoyl 

r/ **^**w wuw wvm^wuiiu rvao uuiauicu oo a /cuuw duua to yieiaj, iviS: 

m/e=402.4 (M+H+). 

Example 40 

5 5-Methvi-thiophene-2-carboxvlic acid (4-methoxv-7-morp h olin-4-vlmetfavi-benzothia2Ql- 
2-yl)-amide 

Using 4-methoxy-7-morpholin-4-ylmethyl-benzothi^ and 5-methyl- 

thiophene-2-carboxyiic acid chloride in pyridine the title compound was obtained as a 
yellow solid (53 % yield), MS: m/e=404.4 (M+H*). 

10 Example 41 

4-Fluoro-N- f4-methoxv-7-( lH~tetrazol-5-\dVbenzothia2ol-2>vn -benzamide 

Using 4-methoxy-7-(lH-tetrazol-5-yl)-benzothiazol-2-ylamine and 4-fluoro-benzoyl 
chloride in pyridine the tide compound was obtained as a tan solid (70 % yield), MS: 
m/e=371.2 (M+H + ). 

15 Example 42 

N-Benzotfoazol-2-vl-benzamide 

Using 2-amino-benzothiazole and benzoyl chloride in pyridine the title compound was 
obtained as a white solid (87 % yield), MS: m/e=255.1 (M+H*). 

Example 43 

20 Furan-2-carboxvlic acid benzothiazol-2-ylamide 

Using 2-amiho-benzothiazole and furan-2-carboxylic acid chloride in pyridine the title 
compound was obtained as a white solid (83 % yield), MS: mye=244 (M + ). 

Example 44 

2-ChIoro-N-f4-methvl-2-benzothiazolvi)-nicotinamide 



25 Using 4-methyl-benzothiazol-2-ylainine and 2-chloronicotinic acid chloride the title 
compound was obtained as a yellow solid (50% yield), MS: m/e= 304 (M+H + ). 
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Example 45 

2- cMoro-N-f4-methoxv-2-benzothiazolvl-nicotinaini(le 

Using 4-methoxy-benzothiazol-2-yiamine and 2-chloronicotinic acid chloride the title 
compound was obtained as a off-white solid (50% yield). MS: m/e= 320 (M+H + ). 

Example 46 

3- (4-Methoxv-benzothiazol-2-\dcarbamovlVacrvlic acid ethyl ester 

Using 4-methoxy-benzothiazol-2-ylainine and 3-chlorocarbonyi-acryiic acid methyl ester 
the title compound was obtained as a off-white solid (50% yield). MS: m/e= 307 (M*). 

Example 47 

N-(4-Methoxv-7-phenvl-benzothiazol-2-viVoxalamic acid ethvl ester 

The title compound is described in the following patent literature and was prepared 
according to the procedure described therin. N-(Benzothiazol-2-yl)oocamic acid derivatives. 
W. Winter, M. Thiel, A. Roesch and O. H. Wilhelms, German Patent, DE 2656468, 1978. 
Mp. 138-142°C, MS: m/e=357 (M+H+). 

Example 48 

4- Dime&vlajnino-N-(4-methoxv-7-phenvl-benzothiazol-2>vl)-benzamide 

Using pyridine-2-carboxylic acid, chloride hydrochloride salt in pyridine the title 
compound was obtained crude. This compound was purified further with preparative 
reversed phase HPLC using a Nucleosil N-proteced column (20 mmx50 mm) and eluting 
with a gradient of MeCN/ water (0.1 % TFA), The product fractions were pooled, 
evaporated and the residue partitioned between EtOAc (30 ml) and 10 % Na 2 C0 3 (30 ml) 
and the aqueous phase extrteacted once with EtOAc (30 ml) The combind organic phases 
were then washed with satuarated NaCl,.dried, fitered and evaporated to afford the pure 
title compound as a beige solid (110 mg, 39 % yield), MS: m/e=361.1 (M*). 

Example 49 

4-Fluoro-N-(7-hvdroxymethvi-4-methoxv-benothiazol-2-vl')benzamide 

To a solution of 2-(4-fluoro-benzoylamino)-4-methoxy-benzothiazole-7-carboxyiic acid 
methyl ester (1.1 g, 3.05 mmol) in THF (250 ml) uner argon at 5 °C was added a solution 
of IN UAIH4 in THF (2 ml, 2 mmol) over 5 min., the mixture was stirred for 1 h at 5 °C, 
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then over 1 h allowed to warm to 20 °C. A further 3.5 ml of IN LiAUtyTHF was then 
added dropwise and the mixture stirred a further 2h at 20 °C. A solution of 5 ml 

TJTF/WalW lint than nAA^A L.r.1? jr.. >»t-»t — -r-r .. . 

„ — w« wuuwi; wuuwcu oy tiN iNaun (z ml), tnen water (2 

ml) and the mixture stirred vigorously for 15 min. Excess Na 2 S0 4 (50 g) was then added 
with vigorous stirring, then the solution was filtered and the solvent evaporated to afford 
ther title compound as a white solid (0.9 g, 89 % yield), MS: m/e=333.2 (M+rf"). 

Example 50 

4-Dipropylsm^ovl-N-(4-methoxv-7-p h enyl-benzothi a z ol-2-vlVh P nMTniH P 

To a suspension of 4-dipropykulfemoyl-benzoic acid (185 mg, 0.65 mmol) in toluene (10 
ml) was added thionylchloride (600 mg, 5 mmol) and the mixture heated to 80 °C for 17 h. 
After cooling the solvent was evaporated and the resudue was taken up in THF (20 ml), 2- 
amino-4-methoxy-7-phenyl-benzothiazole (128 mg, 0.5 mmol), triethylamme (105 ul, 
0.75 mmol), and DMAP (6 mg, 0.05 mmol) were then added and the mixture was stirred 
for 1 hour at r.t followed by 1 hour at 60 °C. After cooling to r.t the reaction mixture was 
quenched by addition of 10 % aq. Na 2 COj solution (30 ml) and EtOAc (30 ml) and 
vigorous stirring. After separation of the phases the aqueous phase was extracted with 
EtOAc (30 ml) and the combined orgainc phases were washed with 10 % aq. Na 2 C0 3 , 
dried with Na 2 S0 4 , filtered and evaporated. The residue was then chromatographed over 
Si0 2 (Merck 230-400 mesh) eluting with a gradient of cydohexane/EtOAc from (1:4) to 
100 % EtOAc. After pooling and evaporation of the product fractions the title compound 
was obtained as a white solid (240 mg, 92 % yield), MS: m/e=524.2 (M+H*). 

Following the general method of example 50 the compounds of examples 51 to 53 were 
prepared 

Example 51 

4-Diemylsulfamovl-N-r4-methoxy-7-ph^T 1 vl-ben7nthi a 7ol-2-vn-ben? a iT77H^ 

Using 4-diethylsulfemoyl-benzoic acid the title compound was obtained as a light yellow 
solid (81 % yield), MS: m/e=496.2 (M+H + ). 

Example 52 

N-(4-Memoxy-7-phenvl-benzotbi a 7.nl-7-v1 ) ^-( mor ph ft line.4-smfonviVh P n7 J miHp 

Using 4-(morpholine-4-sulfonyl)-benzoic acid the title compound was obtained as white 
amorphous solid (32 % yield), MS: m/e=510.3 (M+H*). 
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Example 53 

4- Ethvisulfamovl-N-(4-methoxv-7-p^^^^ 

Using 4-ethylsulfamoyl-benzoic add the title compound was obtained as pale yellow 
amorphous solid (20 % yield), MS: m/e=466.2 (M-H)\ 

5 Example 54 

5- Methvl-thiophene-2-carboxviic acid (7-iodo-4-methoxv-benzothiazol-2-vlVamide 

Iodination of 5-methyi-thiophene-2-carboxylic acid (4-methoxy-benzothiazol-2-y])-amide 
(5.17 g, 17 mmol) with iodine monochloride (2.26 ml, 44 mmol), sodium acetate (3.63 g, 
44 mmol) and acetic acid (200 ml) in the same manner as described for (4-methoxy- 
10 benzothiazol-2-yl) -carbamic acid methyl ester affords the product as off-white solid in 
93% yield. MS: m/e= 430 (M + ). 

(7-Aryl-4-methoxy-benzothiazol-2-yl)-carbamic acid ester, aryl-carboxylic acid (7-aryi-4- 
methoxy-benzothiazol-2-yl)-amides and substituted (4-methoxy-7-aryl-benzothiazol-2- 
yl)-ureas: 

15 General procedure A: (7-Iodo-4-methoxy-benzothiazol-2-yl)-carbamic acid ester or the 
respective aryl-carboxylic acid (7-iodo-4-methoxy-benzothiazol-2-yi)-amide or the 
respective (4-methoxy-7-aryI-benzothiazol-2-yi)-urea (1 part), the appropriate boronic 
acid (or its ester) (1.5 equivalents), palladium(II) acetate (0.05 equivalents), potassium 
phosphate (2.5 equivalents) and 2-biphenyl-dicydohexyi phosphine (0.1 equivalents) are 

20 combined in toluene (20 parts) and heated in an atmosphere of argon to 65 °C for 12 
hours. The reaction mixture is evaporated to dryness and the product isolated by flash 
chromatography (silica, eluent ethyl acetate/cydohexane 2:1). 

General procedure B: (7-Iodo-4-methoxy-benzothiazol-2-yi)-carbamic add ester or the 
respective aryl-carboxylic acid (7-iodo-4-methoxy-benzothiazol-2-yl)-amide amide or the 

25 respective (4-methoxy-7-aryl-benzothiazol-2-yl)-urea (1 part), the appropriate 
aryltrimethyistannane (1.5 equivalents), triphenylarsine (0.5 equivalents), tris- 
(dibenz^ideneacetone)-dipalladium(O) (0.8 equivalents) and copper(I)iodide (0.8 
equivalents) are combined in dimethyiformamide (25 parts) and heated to 80 °C for 12 
hours. The reaction mixture is evaporated to dryness and the product isolated by flash 

30 chromatography (silica, eluent ethyl acetate). 
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Fottowing the general method the compounds of examples 55 to 62 were prepared 

Example 55 

5-Methvl-thiophene-2-carboxyiic acid f 7-f 2-chloro-phenvl)-4-methQxy -ben7nthia7:r>l-9- 
vl1 -amide 

5-Methyl-thiophene-2-carboxylic acid [7-(2-chloro-phen)d)-4-methoxy-benzothiazol-2- 
yi] -amide is synthesized from 5-methyl-thiophene-2-carboxylic acid (7-iodo-4-methoxy- 
benzothiazol-2-yi)-amide (100 mg, 0.23 mmol) and 2-chlorophenylboronic acid (54 mg, 
0.35 mmol) using the general procedure A as a light yellow solid in 80% yield. MS: m/e= 
415 (M+H*). 

Example 56 

5-Methyl-thiophene-2-carboxvlic acid f 4-methoxv- 7- ( 3 -nitr o-phenvl Vbenzothiazol-2 -vll - 
amide 

5-Methyl-thiophene-2-carboxylic acid [7-(3-nitro-phenyl)-4-methoxy-benzothiazol-2-yl]- 
amide is synthesized from 5-methyl-thiophene-2-carboxyiic acid ( 7-iodo-4-methoxy- 
benzothiazol-2-yl)-amide (155 mg, 0.36 mmol) and 3-nitrophenyiboronic acid (135 mg, 
0.81 mmol) using the general procedure A as a light yellow crystalls in 42% yield. MS: 
m/e= 425 (M + ). 

Example 57 

5-Methvl-thiophene-2-carboxylic acid f 7- f 3 -Hi nr> eth yjainin o-phenvD -4-methoxv-benzo- 
thiazol-2-yll -amide 

5-Metiiyl-thiophene-2-carboxyiic acid [7-(3-dimethyiamino-phen)d)-4-methoxy- 
benzothiazol-2-yl] -amide is synthesized from 5-methyl-thiophene-2-carboxylic acid (7- 
iodo-4-methoxy-benzothiazol-2-yl)-amide (100 mg, 0.23 mmol) and 3- 
dimethylaminophenylboronic acid (58 mg, 0.35 mmol) using the general procedure A as a 
light yellow solid in 71% yield. MS: m/e= 424 (M+H*). 

Example 58 

5-Methyl-thiophene-2-carboxvlic acid (4-methoxv-7-pvridin-4-vl-benzothiazol-2-vl)- 
amide 

5-Methyl-thiophene-2-carboxylic acid (4-methoxy-7-pyridin-4-yl-benzothiazol-2-yl)- 
amide is synthesized from 5-methyl-thiophene-2-carboxylic acid (7-bromo-4-methoxy- 
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benzothiazol-2-yl)-amide (192 mg, 0.50 mmol) and 4-pyridyiboronic acid (92 mg, 0.75 
mmol) using the general procedure A as a white solid in 6% yield. MS: m/e= 381 (M + ). 

Example 59 

5-MethvI-thiophene-2-carboxylic acid ( 4- methoxv- 7-pvridin-3 -vl-benzo thiazol-2- vH - 
amide 

5-Methyi-thiophene-2-carboxylic acid (4--methoxy-7-pyridin-3-yi-benzothiazol-2-yi)- 
amide is synthesized from 5-methyl-thiophene-2-carboxylic acid (7-bromo-4-methoxy- 
benzothiazol-2-yl) -amide (192 mg, 0.50 mmol) and 4-pyridyiboronic acid (123 mg, 1.0 
mmol) using the general procedure A as a white solid in 8% yield. MS: m/e= 381 (M + ). 

Example 60 

5-Meth^-thiophene-2-carboxvhc acid f 4-methoxy-7-pv ridin-2-vl-benzothiazol-2-vlV- 
amide 

5-Methyi-thiophene-2-carboxylic acid (4-methoxy-7-pyridin-2-yl-benzothiazol-2-yl)- 
amide is synthesized from 5-methyl-thiophene-2-carboxylic acid (7-iodo-4-methoxy- 
benzothiazol-2-yl) -amide (100 mg, 0.23 mmol) and 2-tri-n-butylstannane (130 mg, 0.35 
mmol) using the general procedure B as a white solid in 23 % yield. MS: m/e= 382 
(M+H + ). 

Example 61 

5-Methvl-thiophene-2-carboxvlic acid f4-methoxv-7-(2-methvl»pyridin-4-vlV 
benzothiazol-2-vll -amide 

5-Methyl-thiophene-2-carboxylic acid [4-methoxy-7-(2-methyi-pyridin-4-yl)- 
benzothiazol-2-yl] -amide is synthesized from 5-methyl-thiophene-2-carboxylic acid (4- 
methoxy-7-iodo-benzothiazol-2-yl) -amide (260 mg, 0.60 mmol) and 2-methyl-4- 
trimethylstannanyl-pyridine (384 mg, 0.90 mmol) using the general procedure B as a light 
yellow solid in 50% yield. MS: m/e= 396 (M+H+). 

Example 62 

5-Methvl-thiophene-2-caAoxvlic acid f 7-f3-amino-phenvlV4-methoTy-h g n7.nthi a 7ol-2^ 
vll -amide 

5-Methyl-thiophene-2-carboxylic acid [7-(3-amino-phenyl)-4-methoxy-benzothiazol-2- 
yl] -amide is synthesized from 5-methyl-thiophene-2-carboxylic acid (4-methoxy-7-iodo- 
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benzothiazol-2-yl)- a mide (300 mg, 0.70 mmol) and 3-trimethylstannanyl-phenyiamine 
(291 mg, 1.14 mmol) using the general procedure B as a light brown solid in 56 % yield. 

X AC. / or»/~ f\ r . tt+\ 

Example 63 

5-Methyl-thiophene-2-carboxviic ac i d r4-hvdrQxv-7-phenvl-benzothia2oU2-v n- a miHp 

A solution of 5-methyi-thiophene-2-carboxylic acid (4-methoxy-7-phen)d-ben2othia2ol-2- 
yl)-amide (630 mg, 1.7 mmol) is slowly trated with boron tribromide (16 ml, 1.0 M in 
dichloromethane) at 0 °C. The reaction is slowly wanned to ambient temperature and 
stirred for further 72 h. The mixture is diluted with ethyl acetate and extracted twice with 
water and once with brine. After drying over sodium sulfete, the solvent is removed in 
vacuo. Flash chromatography (silica, eluent ethyl acetate/hexane 1:1) and final 
recrystallization from tetrahydrofiirane/hexane yields 118 mg (19 %) of the product as 
white solid. MS: m/e= 367 (M+H*). 

Example 64 

4-{4-Mefooxy-2-f(5 -methvl-thio^^ 
piperazine-1-carboxylic acid benzyl ester 

The title compound was synthesized starting from N-benzyloxycarbonylpiperazine and 4- 
bromo-2-nitroanisole as described for 5-methyl-thiophene-2-carboxylic acid (4-methoxy- 
7-morpholin-4-yl-benzothiazol-2-yl)-amide and obtained as a white solid in 12 % overall 
yield, MS: m/e= 523 (M+H + ). 

Example 655-Methvl-thiophene-2-carboxvlic acid f 7- ( 3-dimeliivIamino-pvrrolidin- 1 - vll - 
4-methoxv-benzothiazol-2-vl1 -amide 

The title compound is synthesized starting from 3-(dimethylammo)pyrrohdine and 4- 
bromo-2-nitroanisole as described for 5-methyi-thiophene-2-carboxylic acid (4-methoxy- 
7-morpholin-4-)d-benzothiazol-2-yl)-amide and was obtained as yellow solid in 10% 
overall yield, MS: m/e= 417 (M+H+). 

Example 66 

5~Methvl-thiophene>2-carboxyl ic acid ( 5>methoxv-7-phenvl-benzothiazol-2-v1)-arriiflp 

2-Amino-5-methoxy-7-phenyibenzothiazol (45 mg, 0.18 mmol) is dissolved in 
dichloromethane (2 ml) and subsequently treated with triethylamine (0.073 ml, 0.53 
mmol) and 5-methyl-thiophene-2-carbonyI chloride (56 mg, 0.35 mmol). After 6 h, 



WO 01/97786 PCTYEP01/06506 

-46- 

fiirther 0.073 ml, 0.53 mmol) and 5-methyl-thiophene-2-carbonyl chloride (56 mg, 0.35 
mmol) are added and the mixture is stirred for additional 18 h at ambient. After addition 
of 0.1M aqueous sodium hydroxide, the mixture is stirred for additional 16 h. The organic 
layer is separated, dried and evaporated to dryness. Flash chromatography (silica, eluent 
5 ethyl acetate/cyclohexane 1:1, containing 0.5 % of 25 % aqueous ammonia) affords (10 mg, 
5%) of the product as white solid. MS: m/e= 380 (M + ). 

Example 67 

5-Methvl-thiophene-2-carboxylic acid (4»5-dimetJioxy-beiizothiazol-2-vlVamide 

2-Amino-4,5-dimethoxybanzothiazole (1.1 g, 5.3 mmol) and N,N.dimethylaminopyridine 
10 (47 mg, 0.37 mmol) are dissolved in pyridine ( 17 ml) and slowly treated with 5-methyl- 
thiophene-2-carbonyl chloride (1.5 g, 9.0 mmol). After 48 h at ambient temperature, the 
solution is evaporated to drynes. Flash chromatography (silica, eluent diethyl 
ether/cyclohexane 2:1) affords the product (618 mg, 35 %) as light yellow solid. 

Example 68 

15 5-Methyl-thiophene-2-carboxviic acid (4-chloro-benzoth iazol-2-vi) -amide 

2-Amino-4-cWorobenzothiazol (92 mg, 0.50 mmol) is dissolved in dichloromethane (10 
ml) and treated with pyridine (0.060 ml, 0.75 mmol) and 5-methyl-thiophene-2-carbonyl 
chloride (97 mg, 0.60 mmol). The reaction mixture is stirred at ambient temperature for 18 
h and then evaporated to dryness. The residue is redissolved in ethyl acetate and water, the 
20 phases are separated and the organic layer extracted with brine. After dryin with sodium 
silfate, the solvent is removed in vacuo Flash chromatography on silica (eluent ethyl 
acetate/cyclohexane 1:4 affords the product as white solid.(88 mg, 57 %). MS: m/e= 308 
(M + ). 

Example 69 

25 5-Methvl-thiophene-2-c arboxyiic acid f 7-bromo-4-methoxv-ben2othiazol-2-vlVamide 

2-Amino-7-bromo-4-methoxybenzothiazol (2.33 g, 9 mmol) is dissolved in 
dichloromethane (100 ml) and at 0 °C treated with pyridine (2.2 ml, 27 mmol) and 5- 
methyl-thiophene-2-carbonyl chloride (2.2 g, 13.5 mmol). The reaction mixture is allowed 
to warm to room temperature and after stirring for additional 18 h quenched with water 
30 ( 100 ml) . After separation of the phases, the aqueous phases are extracted twice with ethyl 
acetate. The combined organic layers are then washed with brine, dried and avaporated to 
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dryness. Flash chromatography on silica (eluent ethyl acetate/cyciohexane 1:1 to 4:1) and 
final recrystallization from ethyl acetate affords the product as off-white solid. (34 mg, 
69%). MS: m/e= 384 (M + ). 

Example 70 

5 5-Methvl-thiophene-2-carboxvlic acid (4-fluoro-benzothiazol-2-vlWrmdft 

2-Amino-4-flourobenzothiazol (84 mg, 0.50 mmol) is dissolved in pyridine (3 ml) and 
treated with 4-dimethylaminopyridine (1 mg) and 5-methyl-thiophene-2-carbonyl 
chloride (161 mg, 1.0 mmol). After stirring for 1 h at ambient temperature, the reaction 
mixture was evaporated to dryness. Flash chromatography on silica (eluent diethyl 
10 ether/cydohexane 1:1 containing 0.5 % of 25 % aqueous ammonia) and final 

recrystallization from ethyl acetate affords the product as off-white solid.(34 mg, 69 %). 
MS: m/e= 292 (M + ). 

Example 71 

5-Methvl-thiophene-2-carboxvlic acid ( r 4-trifluoromethoxv-benzothiazol-2-viVamide 

15 2-amino-4-triflouromethoxybenzothiazol (70 mg, 0.30 mmol) is dissolved in pyridine (3 
ml) and treated with 4-dimethylaminopyridine (1 mg) and 5-methyl-thiophene-2- 
carbonyl chloride (96 mg, 0.60 mmol). After stirring for 4 h at ambient temperature, the 
reaction mixture was evaporated to dryness. Flash chromatography on silica (eluent ethyl 
acetate/cyciohexane 1:2) affords the product as white solid. (42 mg, 39 % yield). MS: m/e= 

20 358 (M + ). 

Following the general method of example J, the compounds of examples 72 to 75 were 
prepared 

Example 72 

5-Methvl-thiophene-2-carboxviic acid (4-methoxv-7-morpholin-4-vl-benzothiazol-2-vl)- 
25 amide 

Using 5-methyi-thiophene-2-carbonyl chloride and 2-ammo-4-methoxy-7-morpholin-4- 
yl-benzothiazol the tide compound was obtained as a yellow solid in 97 % yield. MS: m/e= 
390 (M+H + ). 

Example 73 



30 6-Hvdroxv~pvridine->2-carboxvlic acid (4-methoxv-benzothiazol-2-vl)-amide 
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Using 2-Amino-4-methoxybenzothiazole (450 mg, 2.5 mmol) and 6-hydroxypicolink acid 
chloride (1.5 g, 10 mmol) the title compound 

— * — *- — ^w*^w 1U 7U yiClLL. 

MS:m/e=301(M + ). 

Example 74 

5- Methyl-thiophene-2-carboxyiic acid f 7-ben2v]o^ ^-metho3nr>ben20thia2n1>2-y1) > a rr.^P 

Using 5-methyl-thiophene-2-carboxylic acid chloride the tide compound was obtained as 
an off-white solid (51 % yield). M.p.: 228-230 °C. 

Following the general method of example 1, the compound of example 75 was prepared 

Example 75 

6- CMo ro-N-(4-methoxv-7-phen^ 

Using 6-chloro-nicotinyi chloride the title compound was obtained as a light yellow 
amorphous solid (79 % yield), MS: m/e=395.1 (M + ). 

Example 76 

N-(4-Methoxy-7-phenvl-benzotHa^ol^ 

To a solution of 6-chloro-N-(4-methoxy-7-phen^ (297 
mg, 0.75 mmol) in dioxane (10 ml) was added pyrrolidine (266 mg, 3.7 mmol, 5 eq.) and 
the mixture stirred at 100 °C for 2 h. After cooling the solvent was evaporated and the 
residue suspended in methanol (20 ml) at r.t., the solid was then filtered, washed with 
methanol and finally dried under vacuum (0.05 mmHg, 60 °C) to obtain the title 
compound as a white solid (230 mg, 71 % yield), MS: m/e=431.4 (M+H*). 

Following the general method of example 76, the compounds of examples 77 to 80 were 
prepared 

Example 77 

3,4,5,6-Tetrahvdro-2H-f l^'lbipyridinvl-S'-carboxvlic acid (4-methoxv-7-phenvi- 
benzothifl rol -2-vlVamide 

Using piperidine the title compound was obtained as a light brown solid (59 % yield), MS: 
m/e=445.3 (M+H + ). 
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Example 78 

N-(4-Methoxv-7-phenyl-benzotMazol-2-ylV6^ 

Using morpholine the title compound was obtained as a white solid (82 % yield), MS: 
m/e=447.2 (M+H + ). 

5 Example 79 

N-(4-Methoxy-7-phenvl-benzo^ 

Using N-methylpiperazine the title compound was obtained as a light brown solid (52 % 
yield), MS: m/e=460.4 (M+H + ). 

Example 80 

10 N-f4-Metiioxv-7-phenvl-benzotIu 
hydrochloride salt (1:1) 

Using thiomorpholine the free base of the title compound was obtained, which was then 
conveted to the hydrochloride salt by addition of 5N HCl/EtOH, affording the title 
compound as a white solid (78 % yield), MS: m/e=463.1 (M+H*). 

15 Example 81 

N-(4-Methoxv-7-phenvl-benzothiazol"2-vlV6-(l"QXo-ll 4- thiomorpholin-4- vD - 
nicotinamide hydrochloride salt (1:1) 

To a solution of N-(4-methoxy-7-phenyl-benzothiazol-2-yl)-6-thiomorpholin-4-yl- 
nicotinamide hydrochloride salt (250 mg, 0.54 mmol) in chloroform (12 ml) was added 3- 
20 phenyl-2-(phenylsulfonyl)oxaziridine (211 mg, 0.81 mmol) and the mixture stirred at r/L 
for 2 hr. After evaporation of the solvent, the residue was suspended in CH2CI2, 
ultrasonnicated, then the precipitate was filtered off, washed with CH2Cl2> followed by 
ether and finally dried under vacuum (0.05 mmHg, 60 °C) to obtain the title compound as 
a light yellow solid (240 mg., 86 % yield), MS: m/e=479.2 (M+H + ). 

25 Example 82 

4-Bromomethvl-N--(4-methoxy-7--phenvl-benzothiazol-2-ylVbenzamide 

To a solution of 4-bromomethyl-benzoic acid (5.45 g, 25.3 mmol) in toluene (60 ml) was 
added thionyl chloride (18.25 ml, 25.3 mmol) and the mixture stirred at 80 °C for 16 h. 
The toluene and excess thionyl chloirde were then evaporated in vacuo and replaced with 
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THF (100 ml). To this solution was added 2-ami n o-4-methox 7 -7-phen>d-be n zothiazole (5 
g, 19.5 mmol), triethylamine (4.1 ml, 29.2 mmol) and DMAP (238 mg, 2 mmol) as 
catalyst, then the mixture stirred at 65 « C for 4 h. After cooling the reaction mixture was 
partitioned between 10% aq. Na 2 C0 3 (200 ml) and EtOAc (100 ml), the aqueous phase was 
extracte further with EtOAc/THF (1:1) (150 ml), then the combined organic phases were 
washed with satd aq. NaCl (100 ml), dried (Na 2 S0 4 ), filtered and evaporated in vacuo. The 
residue was then chromatographed over Si0 2 (Merck 230-400 mesh) eluting with a 
gradient of CH 2 d 2 /EtOAc (100 % CH 2 C1 2 to 1:1), the product fractions were pooled and 
evaporated in vacuo to affords the tide compound as a pale yellow solid (4.9 g, 55 % yield), 
MS: m/e=452.0 (M*). 



Example 83 

N-(4-Me&oxv-7-phenvl-ben7.otMa7.ol-2^ 
hydrochloride salt ( hi) 

To a solution of 4-formyl-N-(4-methoxy-7-phenyl-benzothiazol-2-yl)-benzamide (300 
mg, 0.77 mmol) in THF (60 ml) was added pyrrolidine (82 mg, 1.16 mmol), acetic acid (70 
mg, 1.16 mmol) and NaBH(OAc) 3 (246 mg, 1.16 mmol). This mixture was stirred for 16 h 
at r.t, then 5 % NaHCOj (30 ml) was added with vigorous stirring and the mixture 
extracted twice with EtOAc (50 ml). The organic phases were washed with saturates NaCl 
solution then dried, filtered and evaporated to afford the crude product which was 
converted to its hydrochloride salt and purified by reversed phase preparative HPLC using 
a Nudeosil (Machery-Nagel) N-protected column (20 x50 mm) and an MeCN/water (0.1 
% TFA) gradient After pooling and evaporation of the product fractions the title 
compound was obtained as a white solid (217 mg, 59 % yield), MS: m/e=444.4 (M+rT). 

Following the general method of example 83, the compounds of examples 84 to 89 were 
prepared 

Example 84 

N-(4-Memoxy-7-phCTvl-benzothia7.nl^^^ 
hydrochloride salt fl: n 



Using piperidine the tide compound was obtained as a light yellow solid (78 % yield), MS: 
m/e=458.4 (M+H*). 
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Example 85 

N-(4-Methoxv-7-phenvl-benzo^ 
hydrochloride salt f 1 : 11 

Using morpholine the title compound was obtained as a light yellow solid (23 % yield), 
5 MS: m/e=460.5 (M-hH + ). 

Example 86 

4-Diethylammomefovl-N-(4-^ 
hydrochloride (1:1) 

Using diethylamide the title compound was obtained as a white solid (39 % yield), MS: 
10 m/e=446.3 (M+H + ). 

Example 87 

N-(4-Methoxv-7-phenvi-benzothiazol-2-vl)-44(me^ 
methyl! -benzamide hydrochloride salt (1:2) 

Using 3-(methylaminomethyI)-pyridine the title compound was obtained as a ligth yellow 
15 solid (15 % yield), MS: m/e=495.2 (M+H + ). 

Example 88 

N-(4-Methoxy-7-phenyi-benzothiazol-2-vl)-4^ 
benzamide hydrochloride salt (1:2) 

Using N-methyl-piperazine the title compound was obtained as a white solid (21 % yield), 
20 MS: m/e=473.3 (M+fT). 

Example 89 

4-Dimethvkminomethvl-N-(4-methoxy-7-ph^ 
hydrochloride salt (1:1) 



Using dimethylamine hydrochloride the title compound was obtained as a light yellow 
25 solid (21 % yield), MS: m7e=418.3 (M+H + ). 
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Example 90 

4-Eth Y laminnmethvl-N-f4-nnethoxv-7- P hpnYl-h e n7.othi a 7n1.7. Y l)-K mHr 

hydrochloride salt (1 : ] ) 

To a solution of 4-bromomethyl-N-(4-methoxy-7-phenyl-ben Z othia2oI-2-yi)-ben2amide 
(300 mg, 0.66 mmol) in THF (2 ml) was added ethyiamine (2N in THF) (3 ml, 6.6 mmol) 
and the mixture stirred at 20 °C for 18 h. The reaction mixture was then evaporated to 
dryness and the residue treated with an excess of 5N HO/EtOH (3 ml), the ethanol was 
then evporated and the residue dissolved in DMSO and then subjected to preparative 
reversed phase HPLC purification using a C18 ODS-AQ column (20x50 mm), eluting with 
a gradient of MeCN/water (0.1% TFA). The product fractions were pooled and evaporated 
to afford the title compound as a light yellow solid (238 mg, 79 % yield), MS" m/e=418 3 
(M+BT). 

Folhwmgthe general method of example 90, the compounds of examples 91 to 126 were 
prepared 

Example 91 

4-f(2-Memoxy-emyIammo)-memvil-N-f4-m e thoxv-7-phenvi-ben7.othi a 7nI-7-Yi)- 
benzamide hydrochloride salt ( 1 :1 ) 

Using 2-methoxyethylamine in dioxane at 90 "C the title compound was obtained as a light 
yellow solid (66 % yield), MS: m/e=448.3 (M+H + ). 

Example 92 

4-K2-Hvdroxy-ethvlainmo)-me^ 
ben7amide hydrochloride salt (1 - i ) 

Using ethanolamine in dioxane at 90 »C the title compound was obtained as a light yellow 
solid (68 % yield), MS: m/e=434.4 (M+H + ). 



Example 93 

4-(Benzylamino-methyD-N-f4-m g thnYY.7 . D benvi-hen7othiazol-2-vn-hpnT am ^ 0 
hydrochloride salt ( 1:1) 

Using benzylamine in dioxane at 90 "C the tide compound was obtained as a white solid 
(50 % yield), MS: m/e=480.3 (M+H*). 
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Example 94 

4- f ( Benzyl-methvl-amino)-methvl1 -N-( 4-methoxy-7-phenvl-benzothiazol-2-yl)- 
benzamide hydrochloride salt (1:1) 

Using N-methyl-benzylamine in dioxane at 90 °C the title compound was obtained as a 
5 white solid (74 % yield), MS: m/e=494.3 (M+H + ). 

Example 95 

4- [ (3 -Imidazol- 1 -vl-propvlamino) -methvll -N- (4-methoxy-7-phenvl-beiizothiazol-2-vl)- 
benzamide hydrochloride salt (1:2) 

Using l-(3-aminopropyl)-imidazole in dioxane at 90 °C the title compound was obtained 
10 as a pale yellow solid (58 % yield), MS: m/e=498.2 (M+H + ). 

Example 96 

N-(4-Methoxy-7-phenvl-benzothiazol^ 
benzamide hydrochloride salt (1:2) 

Using 4-(aminomethyl) -pyridine in dioxane at 90 °C the title compound was obtained as a 
15 beige solid (33 % yield), MS: m/e=481.2 (M+H + ). 

Example 97 

4-if(2-Methoxy-ethvl)-metiiyl-amino1-meth^ 
vl) -benzamide hydrochloride salt (1:1) 

Using N-(2-methoxyethyl)-methylamine in dioxane at 90 °C the title compound was 
20 obtained as a light yellow solid (73 % yield), MS: m/e=462.3 (M+H*). 

Example 98 
4-(lJ-Dioxo-4-thiomorpholm-4-vlmeth^ 
benzamide hvdrochlorde salt (1:1) 

To a solution of N-(4-methoxy-7-phenyl-benzothiazol-2-yl)-4-thiomoipholin-4-yimethyl- 
25 benzamide (350 mg, 0.73 mmol) in CH 2 C1 2 ( 10 ml) was added 3-phenyi-2- 

(phenylsulfonyl) oxaziridine (288 mg, 1.1 mmol) and the mixture stirred for 2 h at r.t. The 
reaction mixture was then evaporated to drynesss, the residue suspended in ether, and the 
solid filtered off and washed with ether followed by acetone. This solid was dissolved in 
methanol (10 ml) and treated with 5N HCl/MeOH for 1 h at r.t., the resulting precipitate 
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was filtered off, washed with methanol and finally dried under vacuum (0.05 mmHg, 60 
°C) to afford the title compound as a white solid (270 mg, 68 % yield), MS: m/e=508 3 
(M+rT). 



Example 99 

5 N-(4-Methoxy-7-phenyl-ben2otnia7ol^ 
hydrochloride salt (1-1) 

Using thiomorpholine in dioxane at 90 «C the title compound was obtained as a yellow 
solid (68 % yield), MS: m/e=476.1 (M+H+). 

Example 100 

10 4-Inuda2ol-l-yimethvl-N-(4-me^^ 

hydrochloride salt ( 1 : 1 ) - . 

Using imidazole in DMF at 90 °C the title compound was obtained as a pale yellow solid 
(92 % yield), MS: m/e=441.3 (M+H + ). 

Example 101 

15 H2-Hydroxymethvl-imida7ol-l-vimeth^ 
benzamide 

Using 2-hydroxymethyl-imidazole in DMF at 90 °C the tide compound was obtained as a 
pale yellow solid (16 % yield), MS: m/e=471.1 (M+rT). 

Example 102 
20 N-(4-Meftoxy-7-phenyl-ben7othiazol^ 

Using 2-methyl-imidazole in DMF at 90 »C the title compound was obtained as a white 
solid (79 % yield), MS: m/e=455.5 (M+H + ). 

Example 103 

4-(4,5-Dime&yl-inuda7X)l-l-yfa^^ 
25 benjamin* 



Using 4,5-dimethyl-imidazole in DMF at 90 °C the tide compound was obtained as a pale 
yellow solid (67 % yield), MS: m/e=469.2 (M+H + ). 
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N-(4-Methoxy-7-phenyl-benzothiazol-2-vl)-4-pfo 
hydrochloride salt (1:2) 

Using 1-tert-butoxycarbonyl-piperazine in dioxane at 90 °C the title compound was 
5 obtained as a pale yellow solid (80 % yield), MS: m/e=459.5 (M+H*). 

Example 105 

4-AUylaminomethvl-N-f4-meth^ 
hydrochloride salt (1:1) 

Using allylamine in dioxane at 90 °C the tide compound was obtained as a pale yellow solid 
10 (65 % yield), MS: m/e=430.5 (M+H + ). 

Example 106 

N-(4-Methoxy-7-phenyl-benzothiazol-2-vl)-4-propy !amin omethyl-benzamide 
hydrochloride salt (1:1) 

Using propylamine in dioxane at 90 °C the title compound was obtained as a pale yellow 
15 solid (63 % yield), MS: m/e=432.4 (M+H + ). 

Example 107 

N-(4-Methoxv-7-phenvl-benzothiazo^ 
benzamide hydrochloride salt (1:2) 

Using 3-(aminomethyl)-pyridine in THF at 65 °C the title compound was obtained as a 
20 pale yellow solid (28 % yield), MS: m/e=48L3 (M+H + ). 

Example 108 

4-(4-Hydroxy-piperidin-l-ylmeth^ 
benzamide hydrochloride salt (1:1) 

Using 4-hydroxy-piperidine in THF at 65 °C the title compound was obtained as a white 
25 solid (61 % yield), MS: m/e=474.3 (M+H + ). 
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Example 109 

4-(3(S)-HYdroxY- PYm )^ ^ 

- — — — — — ■ i | i ~ — <N>w *wAy*-^-yt j 

benzamide hydrochloride saltHrl') 

Using (S)-3-hydroxy-pyrrolidine in THF at 65 °C the title compound was obtained as 
5 white solid (74 % yield), MS: m/e=460.3 (M+H + ). 



Example 110 

4- f l,4lDia2epan-l -vlmethvl-N-r4-m e thnr y .7- P h e nv}-hPn rothi a 7r>l^-Y !)-h OTT3m ^ a 
hydrochloride salt (1:2) 

Using tert-butyl-l-homopiperazine carboxylate in THF at 65 °C the title compound was 
10 obtained as a light yellow solid (87 % yield), MS: m/e=473.2 (M+H + ). 

Example 111 

4-(3(R)-Di m ethylammo-pyrrou^ 
ylVbenzamide hydrochloride salt (1:2) 

Using (3R)-(+)-3-dmemylammo-pyrolicline in THF at 65 »C the title compound was 
15 obtained as a light brown solid (51 % yield), MS: m/e=487.3 (M+H + ). 

Example 112 

N-^-Methoxy^-phpnyl-benzothiazo]^ 
benzamide hydrochloride salt (1:7) 

Using 4-(2- ai mnoethyi)-morpholine in THF at 65 °C the tide compound was obtained as a 
20 light yellow solid (44 % yield), MS: m/e=503.3 (M+H + ). 

Example 113 

N-(4-Methoxy-7-ph™ylWotM^^ 
henzamid* hyHrn /- blonde sa ] t g : 2) 

Using N-(2-aminoethyl)-pyrroUdine in THF at 65 °C the title compound was obtained as a 
25 light yellow solid (37 % yield), MS: m/e=487.3 (M+H+). 
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Examplell4 

N-(4-Methoxy-7-phenvl-benzothiazol^^^ 
benzamide hydrochloride salt (1:2) 

Using N-(2-aminoethyl)-piperidinee in THF at 65 °C the title compound was obtained as a 
5 light yellow solid (50 % yield), MS: m/e=501.3 (M+H + ). 

Example 115 

4-CvdobulrlaiTunomethyl-N-(4^ 
hydrochloride salt (1:1) 

Using cyclobutylamine in THF at 65 °C the title compound was obtained as a white solid 
10 (68 % yield), MS: m/e=444.3 (M+H + ). 

Example 116 

4-CydopentyIaininomethyl-N-(4-methoxy-7-phe 
hydrochloride salt (1:1) 

Using cyclopentylamine in THF at 65 °C the title compound was obtained as a light brown 
15 solid (46 % yield), MS: m/e=458.4 (M+H + ). 

Example 117 

4-lf(Furan-2-ytoethvlVamm^ 
benzamide hydrochloride salt (1:1) 

Using 2- ( aminomethyl) -fur an in THF at 65 °C the title compound was obtained as a beige 
20 solid (57 % yield), MS: m/e=470.2 (M+H + ). 

Example 118 

N-(4-Methoxy-7-phenvl-benzotMazol-2-ylV^ 
benzamide hydrochloride salt (1:1) 

Using 2-(aminomethyl)-thiophene in THF at 65 °C the title compound was obtained as a 
25 light yellow solid (60 % yield), MS: m/e=486.3 (M+H + ). 



Example 119 
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4-Dipropviamfaomfi^-N-f4-metfaQxv-7-ph^ 

hvHrnrhlnrirt p salt (1:1) 

Using ^propylamine in THF at 65 °C the title compound was obtained as a white solid (64 
% yield), MS: m/e=474.3 (M+H + ). 

5 Example 120 

N-(4-Me&oxy-7-phenyl-benzotlu^^ 
methvll-benza mide hydrochloride salt (1:2) 

Using 2-[(2-(memylamino)ethyl]-pyridine in THF at 65 °C the title compound was 
obtained as a beige solid (46 % yield), MS: m/e=509.3 (M+H + ). 

10 Example 121 

4-Ammomemyl -N-(4-memoxY-7-phenvl-benzomia Zn l-2-vl).be n 7^mMehvdroch1nriH < » 
salt (1:1) 

Using ammonia (7N in MeOH) in THF at 20 °C the title compound was obtained (after 4 
days) as a white solid (34 % yield), MS: m/e=389.1 (M + ). 

15 Example 122 

4-f(Cydopropyimethyl-ammo)-methvl1-N-(4- me m oxv-7-phenv1-ben2Mmi a 7nl-?-Yl)- 
benzamide hydrochloride gait (1 ;1 ) 

Using aminomethyi-cyclopropane in dioxane at 90 »C the title compound was obtained as 
a light yellow solid (69 % yield), MS: m/e=444.3 (M+H+). 

20 Example 123 

N-(4-Methoxv-7-nhenyl-benzothi a 7,ol-2-^ 
benzamide hvdrochlorde salt f 1 -7) 

Using 2-(methylthio)-ethylamine in THF at 65 »C the title compound was obtained as a 
light yellow solid (74 % yield), MS: m/e=464.2 (M+H + ). 

25 Example 124 

N-(4-Memoxy-7-phenvi-ben7nth; a ™ l.2. v n^to^ 
hydrochlorde salt ( 1:1) 
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Using thiazolidine in THF at 65 °C the title compound was obtained as a white solid (48 % 
yield), MS: m/e=462.2 (M+H + ). 

Example 125 

4-(3(S)-Pmethyian^^ 
5 vD-benzamide hydrochlorde salt ( 1:2) 

Using (3S)-(0-3-(dimeth)damino)-pyrrolidine in THF at 65 <>C the title compound was 
obtained as a light brown solid (56 % yield), MS: m/e=487.3 (M+H*). 

Example 126 

44(2-Dimethylammo-eftylan^ 
10 benzamide hydrochloride salt (1:2) 

Using 2-(dimethylamino)-ethylamine in THF at 65 °C the title compound was obtained as 
a light yellow solid (32 % yield), MS: m/e=461.3 (M+H + ). 

Preparation of the 4-(R 1 R 2 -amino)-N-(4-methoxy-7-aryl-b^ 

General procedure C: The appropriate 2-amino-7-aryl-4-methoxy-benzothiazol is 
1 5 converted with 4-(chloromethyl)benzoyl chloride using the general method of example 1. 
The product is then converted neat with the appropriate amine (10 equivalents) at 100 °C 
for 24 hours. The reaction mixture is then dissolved in ethyl acetate, extracted with water 
and brine, dried and evaporated in vacuo. Flash chromatography (silica, eluent 
dichloromethane containing 1.2 to 2.4 % methanol) affords the product in about 50 % 
20 yield 

Example 127 

4-Cloromethyl-N-(4-methoxv-7-m 

and 2-amino-4-methoxy-7-morpholin-4-yl-benzothiazol (1.0 g, 3.8 mmol), 4- 
(chloromethyl) benzoyl chloride (810 mg, 4.2 mmol) and pyridine (0.36 ml, 4.5 mmol) are 
25 reacted in dichloromethane (20 ml) for 18 h. The reaction is quenched with water (25 ml) 
and brought to pH 8.0 with sodium carbonate. The mixture is extracted with 
dichloromethane and the combined organic layers are dried and evapoarted to dryness. 
Flash chromatography (silica, eluent methylene chloride containing 2.5 % methanol) 
affords the product as white crystalls in 54 % yield. MS: m/e= 418 (M+H*). 
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Following the general method the compounds of examples 128 to 132 wereprepared 

T7 V ~ 1_ i no 

4-(4-Hydroxy- P iperidm-l-yl m e^ 
vD-benzamide 

Conversion of 4^oromethyl-N-(4-methoxv-7-morpholin^yl-beraothiazol-2-yi)- 
benzamide (84 mg, 0.20 mmol) with 4-hy<hoxypiperazin (200 m g> 2.0 mmol) using the 
general procedure C affords the product as white solid in 73% yield. MS: m/e= 483 
(M+H+). 



Example 129 

4-{f(2-Methoxy-ethyi)-methv1-amino1-meth^ 
benzothiazol^-vD-benzamide 

Conversion of 4-doromethyl-N-(4-methoxy-7-morpholin-4-yl-benzothiazol-2-yl)- 
benzamide (84 mg, 0.20 mmol) with N-(2-methoxyemyl)-memylamin (178 mg, 2.0 mmol) 
using the general procedure C affords the product as white solid in 55% yield. MS: m/e= 
471(M+rr"). 



Example 130 

4-{r(2-Hydroxy-emvl)-memvl-amino1-mPth v lKN-r4-m e tlinxv-7-mnrp l, n lm^.Yi. 
benzothiazol-2-vl)-benzarmde 

3,4-Dimethoxy-benzoic acid 2-{[4-(4-memoxy-7-morpholm^yl-benzotnia2ol-2-yl 
carbamoyl )- benzyl] -methyl-amino} -ethyl ester (63 mg, 0.10 mmol) are heated in aqueous 
sodium hydroxide (1M, 0.5 ml) and ethanol (2 ml) to 100 °C for 30 min. The mixture is 
diluted with water and extracted twice with ethyl acetate. The combined organic layers are 
extracted with saturated aqueous sodium hydrogencarbonate, dried and evaporated to 
dryness. Hash chromatography (silica, eluent methylene chloride containing 5 % 
methanol) affords the product as white crystals in 48 % yield. MS: m/e= 457 (M+H*). 

Example 131 

3,4-Dimethoxy-benzoic acid 2-fr4-r4-m emoxv-7.moroholin-4-v1-he nzothia7n1-7- 
vlcarbamo vl)- benzvll-methvl-aminol-ethvl ester 



Conversion of 4-doromemyl-N-(4-memoxy-7-morpholm-4-yl-benzothiazol-2-yi)- 
benzamide (84 mg, 0.20 mmol) with 3,4-dimethoxybenzoic acid 2-memylamino-ethyl 
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ester chlorohydrate (96 mg, 0.4 mmol) and N-ethyi diisopropylamine (0.14 ml, 0.80 
mmol) using the general procedure C affords the product as light yellow solid in 57% yield. 
MS: m/e= 621 (M+H+). 

Example 132 

N-(4-MethoxY-7-morpholin-4-vl- ben^ 

Conversion of 4-doromethyl-N-(4-methoxy-7-morpholin-4-yl-benzothiazol-2-yl)- 
benzamide (84 mg, 0.20 mmol) with 1-BOC-piperazine (372 mg, 1.9 mmol) using the 
general procedure C and afterwards cleavage of the neat carbamate in trifluoroacetic acid 
(1 ml) followed by saturated aqueous sodium carbonate affords the product as colorless 
crystals in 72% yield. MS: m/e= 468 (M+H*). 

Example 133 « . 

N-(7-Benz\doxv-4-methoxv-benzothia2ol-2-vl)-4-chloromethvKben2amide 

Following the general method of example 1 the title compound was obtained as a light 
yellow solid (70 % yield). MS (EI): me/e = 438 (M + ). 

Example 134 

N-(7-BenzYloxy-4-methoxy-benzotfcazol-2^ 
vlmethvD-benzamide hydrochloride 

According to general procedure C the tide compound was obtained as a light brown solid 
(86 % yield)..M.p.: 195° C (dec). 

Preparation of the 3-f7-arvl-4-meth oxv-benzolhiazol-2-ylVl-R 3 -l-R 4 -uTea&: 

General procedure D: The appropriate 2-amino-7-aryl-4-methoxy-benzothiazol (1 part) 
and pyridine (1.2 equivalents) are dissolved in 40 parts tetrahydrofuran and treated with 
phosgene (20 % in toluene, 1 equivalent) at ambient temperature. After 60 min, the 
reaction mixture is concentrated to half the volume under reduced pressure and the 
appropriate amine (1.25 equivalents) and pyridine (1.1 equivalents) are added. After 15 
min at ambient temperature, the reaction mixture is evaporated to dryness. The product is 
isolated by flash chromatography (silica, eluent dichloromethane containing 2.5 % 
methanol). 
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Fotlowing the general method the compounds of examples 135 to 137 were prepared 

Example 135 

Thiomorpholine-4-carboxvlic acid f4-methoxv-7-morpholin-4-vl-beri2othia2ol-2-vlV 
amide 

5 Conversion of 2-amino-4-methoxy-7-morpholin-4-yl-benzothiazol (100 mg, 0.377 mg) 
with phosgene (20 % in toluene, 0.2 ml) and thiomorpholine (0.045 ml, 0.47 mmol) using 
the general procedure D affords the product as white solid in 73 % yield MS: m/e= 395 
(M+H + ). 

Example 136 

10 Morpholine-4-carboxvlic acid (4-met3ioxv-7-moi^holin-4-vl-benzothiazoU2-yl)-arniHp 

Conversion of 2-amino-4-methoxy-7-morpholin-4-yl-benzothiazol (100 mg, 0.377 mg) 
with phosgene (20% in toluene, 0.2 ml) and morpholine (0.041 ml, 0.47 mmol) using the 
general procedure D affords the product as white solid in 25 % yield. MS: m/e= 379 
(M+H + ). 

15 Example 137 

3-(4-Methoxv-7-moi^hohn-4-yl-benzo&^ 
vhnethvD-urea 

Conversion of 2-amino-4-methoxy-7-morpholin-4-yl-benzothiazol (100 mg, 0.377 mg) 
with phosgene (20 % in toluene, 0.2 ml) and methyl-(6-methyl-pyridin-3-ylmethyl)-amine 
20 (0.064 ml, 0.47 mmol) using the general procedure D affords the product as white solid in 
25 % yield. MS: m/e= 429 (M+H+). 

Example 138 

l-Furan-2-vl-methvl-3-(4-methoxy-benzothia2ol-2-vn-urea 

To a solution of (4-Methoxy-benzothiazol-2-yl)-carbamic acid tert-butyi ester (80 mg, 0.29 
25 mmol) in dioxane (2 ml) was addded furfurylamine (55 mg, 0.57 mmol) and the mixture 
heated to 100 °C for 20 h. The reaction mixture was then evaporated to dryness and the 
residue recrystallised from ether/nHexane to afford the title compound as a beige solid (80 
mg, 92% yield), MS: m/e=303 (M + ). 
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Following the general method of example 138, the compounds of examples 139 to 1 63 were 
prepared 

Example 139 

l-Furan-2-vl-methvl-3-r4-methoxv-7-phenvl-benzothiazol-2-vl)-urea 

Using (4-Methoxy-benzothiazol-2-yl)-carbamic acid tert-butyi ester and furfuryiamine the 
title compound was obtained as a beige solid (66 % yield), MS: m/e=380.3 (M+H*). 

Example 140 

l-(4-Methoxv-7-phenvi-benzo1^ 

Using (4-methoxy-7-phenyl-benzoyhiazol-2-yl)-carbamic acid tert-butyl ester and 
thiophene-2-methyiamine the title compound was obtained as a beige solid (62 % yield), 
MS: m/e=396.3 (M+H + ). 

Example 141 

l-(4-Methoxv-7-phenvl-benzothia2ol-2-vl)-3-pvridin-2-Ad-methvl-iirea 

Using (4-methoxy-7-phenyl-benzoyhiazol-2-yl)-carbamic acid tert-butyl ester and 2- 
(aminomethyl)-pyridine the title compound was obtained as a beige solid (18 % yield) 
following purification using reversed-phase preparative HPLC, C18 ODS-AQ, with an 
MeCN/ water gradient, MS: m/e=391.2 (M+H + ). 

Example 142 

l-(4-Methoxv-7-phenvl-benzothiazol-2-vi)-3-pyridin-3-vlmethvl-urea 

Using (4-methoxy-7-phenyl-benzoyhiazol-2-yl)-carbamic acid tert-butyl ester and 3- 
(aminomethyl)-pyridine the title compound was obtained as a beige solid (18 % yield) 
following purification using reversed-phase preparatie HPLC, C18 ODS-AQ, with a 
water/acetonitrile gradient, MS: m/e=391.2 (M+H + ). 

Example 143 

!-(4-MelJioxv-7-phenvl-benzothiazol-2-vlV3-pvridin-4-vlmethvUurea 



Using (4-methoxy-7-phenyl-benzoyhiazol-2-)d)-carbamic acid tert-butyl ester and 4- 
(aminomethyl)-pyridine the tide compound was obtained as a beige solid (52 % yield), 
MS: m/e=391.2 (M+H+). 
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Example 144 

3-(4-Me&o^f-7-phenyl-be^ 

Using (4-methoxy-7-phenyi-benzoyhia2ol-2-yl)-carbamic acid tert-butyl ester and 3- 
(methyiaminomethyl)-pyridine the title compound was obtained as a beige solid (23 % 
5 yield), MS: m/e=405.4 (M+H + ). 



Example 145 

l-f4-Methoxv-7-phenvl-benzothiazol-2-v1V3 - P henetfavi- U rp a 

Using (4-methoxy-7-phenyi-benzoyhiazol-2-yl)-carbamic acid tert-butyi ester and 
phenethylamine the title compound was obtained as a beige solid (77 % yield), MS: 
m/e=404.5 (M+H+). 



Example 146 

l-(4-Methoxv-7-phenv1- benzothia2ol-2-vn-3-f3-phenvl-Dropvi^iir < » a 

Using (4-methoxy-7-phenyl-benzoyhiazol-2-yl)-carbamic acid tert-butyl ester and 3- 
phenyl-propylamine the title compound was obtained as a beige solid (71 % yield), MS: 
m/e=417.5 (M+H + ). 



Example 147 

l-(4-Methoxv-benzvl)-3-(4-methox v-7-phenvl-benzothiazQl-2-vl)-urea 

Using (4-methoxy-7-phenyl-benzoyhiazol-2-yl)-carbamic acid tert-butyl ester and 4- 
methoxy-benzyiamine the title compound was obtained as a beige solid (60 % yield), MS: 
m/e=420.3 (M+H + ). 

Example 148 

3,4-Dihydro-lH-isoquinoline-2-carboyv»r acid (4-methoxv-7-Dhen Y l-henzothiazol-2-vn- 
amide 

Using (4-methoxy-7-phenyl-benzoyhiazol-2-yl)-carbamic acid tert-butyl ester and 1,2,3,4- 
tetrahydroisoquinoline the title compound was obtained as a beige solid (31 % yield) 
following purification using reverse-phase prep. HPLC, C18 ODS-AQ, with a 
water/acetonitrile gradient, MS: m/e=416.3 (M+H*). 
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Example 149 

l-f2-Dimethvlammo-efoYl)-3-te^ 

Using (4-methoxy-7-phenyl-benzo}*iazol-2-yl)-carbamic acid tert-butyl ester and 2- 
dimethylamino-ethylamine the title compound was obtained as a beige solid (67 % yield), 
MS:m/e=371.3 (M+H*). 

Example 150 

l-(2-HvdroxV"ethvlV3-(4-methoxy-7-phenvl-benzothia2oU2-vl)-urea 

Using (4-methoxy-7-phenyl-benzoyliia2ol-2-yl)-carbamic acid tert-butyl ester and 
ethanolamine the title compound was obtained as a beige solid (35 % yield), MS: 
m/e=344.3 (M+H+). 

Example 151 

l-(4-Methoxv-7-phenvl-benzothiazol-2-vlV3-(2-piperidin-l-vl-ethvlVurea 

Using (4-methoxy-7-phenyl-benzoyhiazol-2-yl)-carbamic acid tert-butyl ester and l-(2- 
aminoethyl)-piperidine the title compound was obtained as a beige solid (67 % yield), MS: 
m/e=411.4 (M+H+). 

Example 152 

l-(4-Methoxy-7-phenvi^ 

Using (4-methoxy-7-phenyl-benzoyhiazol-2-yi)-carbamic acid tert-butyl ester and 4-(2- 
aminoethyl)-morpholine the tide compound was obtained as a beige solid (29 % yield), 
MS: m/e=413.4 (M+H + ). 

Example 153 

l-f4-Metiioxv-7-phenvl-benzothiazol-2-vl)-3-f2-pvrid^n-2-vi-ethvll-urea 

Using (4-methoxy-7-phenyl-benzoyhiazol-2-yl)-carbamic acid tert-butyl ester and 2-(2- 
aminoethyl) -pyridine the title compound was obtained as a beige solid (88 % yield), MS: 
m/e=405.4 (M+H + ). 

Example 154 

l-( 3-Imidazol-l-vl-propvlV3-f 4>methoxv-7-phenvl-benzothiazol-2-vlVurea 
hydrochloride salt (1:1) 
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Using (4-methoxy-7-phenyl-benzoyhiazol-2-yl)-carbamic acid tert-butyl ester and N-(3- 
aminopropyl)-imidazole the free base was obtained which was was treated with 5N 
HCl/EtOH followed by crystallisation from methanol/ether to afford the title compound as 
a beige solid (72 % yield), MS: m/e=408.3 (M+H + ). 

5 Example 155 

l-Ethvl-3-f4-metiioxv p -7-phen^ 
hydrochloride salt (1:1) 

Using (4-methoxy-7-phen^-ben2oyhia2ol-2-yi)-carbamic acid tert-butyl ester and 4-(N- 
ethylaminomethyl) -pyridine the free base was obtained which was was treated with 5N 
10 HCl/EtOH followed by crystallisation from acetonitrile to afford the title compound as a 
white solid (64 % yield), MS: m/e=419.3 (M+H + ). 

Example 156 

l-(2-Imidazol-l-yl-elhvl)-3-(4-methoxy^^ 
salt (1:1) 

15 Using (4-methoxy-7-phenyi-benzoyMazol-2-yl)-carbamic acid tert-butyl ester and N-(2- 
aminoethyl) -imidazole the free base was obtained which was was treated with 5N 
HCl/EtOH followed by crystallisation from acetonitrile to afford the title compound as a 
light brown solid (65 % yield), MS: m/e=393.0 (M + ). 

Example 157 

20 Morpholine-4-carboxyiic acid (4-methoxy-7-phenyl-benzothiazol-2-vl)-amide 

Using (4-methoxy-7-phenyl-benzoyhiazol-2-yl)-carbamic acid tert-butyl ester and 
morpholine the the title compound was obtained as a white solid, following crystallisation 
from ether/ nHexane (67 % yield), MS: m/e=370.3 (M+H + ) 

Example 158 

25 TMomorpholine-4-carboxylic acid (4-methoxy-7-phenyl-benzothia2ol-2-yl)-amide 

Using (4-methoxy-7-phenyl-benzoyhiazol-2-yl)-carbamic acid tert-butyl ester and 
thiomorpholine the the title compound was obtained as a white solid, following 
crystallisation from ether/nHexane (88 % yield), MS: m/e=386.2 (M+H+). 
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Example 159 

1-Oxo-ll 4-thiomorpholine-4-carboxvlic acid (4-methoxy-7- phenvl-benzothiazol-2-vlV 
amide 

To a solution of thiomorpholine-4-carboxylic acid (4-methoxy-7-phenyl-benzothiazol-2- 
5 yl)-amide (240 mg, 0.62 mmol) in CH 2 C1 2 ( 10 ml) was added 3-phenyl-2-(phenylsulfonyl) 
oxaziridine (244 mg, 0.92 mmol) and the mixture stirred for 2 h at r.t The solvent was 
then reduced to ca. 2 ml and the mixture ultrasonnicated for 15 min. with addition of ether 
(10 ml). The solid precipitated was filtered off, then dried under vacuum (0.05 mmHg, 60 
°C) to afford the title compoundas a light yellow solid (90 % yield), MS: m/e=402.9 
io (M+H* ). 

Example 160 

l-f2-aj-Dioxo-ll6-thiomorpho^ 
vD-urea hydrochloride (1:1) 

Using (4-methoxy-7-phenyl-benzoyhiazol-2-yl)-carbamic acid tert-butyl ester 2-(l,l- 
15 Dioxo-thiomorpholin-4-yl)-ethyiamine the free base was obtained, which was converted to 
the hydrochloride salt by treatment with 5N HCl/EtOH followed by under vacuum (0.05 
mmHg, 60 °C) to afford the title compound as a beige solid (87 % yield), MS: m/e=461.2 
(M+H + ). 



Example 161 

20 3-(4-Methoxv-7-phenvl-benzothiazol-2-ylM-met^^ 
urea hydrochloride salt (1:2) 

Using (4-methoxy-7-phenyi-benzoyhiazol-2-yl)-carbamic acid tert-butyl ester and methyl- 
(6-methyl-pyridin-3-ylmethyl)-amine, the free base was obtained, which was converted to 
the hydrochloride salt by treatment with 5N HCl/EtOH followed by recrystallisation from 
25 acetonitrile then drying under vacuum (0.05 mmHg, 60 °C) to afford the title compound 
as a white solid (61 % yield), MS: m/e=448.9 (M+H + ). 

Example 162 
3-(4-Methoxv-7-phenvl-benzot&azol-2-viyi-m 
hydrochloride salt (1:2) 



30 Using (4-methoxy-7-phenyl-benzoyhiazol-2-yl)-carbamic acid tert-butyl ester and methyl- 
pyridin-2-yl-methyl-amine, the free base was obtained, which was converted to the 
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hydrochloride salt by treatment with 5N HO/EtOH followed by recrystallisation from 
EtOH/ether then drying under vacuum ( 0.05 mmH<r. «n «r> 

-w vw CkLLV/ltl 

as a white solid (70 % yield), MS: m/e=494.4 (M+H*). 



the title compound 



Example 163 

hydrochloride gait ( 1-9) 

Using (4-memoxy-7-phenyl-beii Z ovhia 2 oI-2-yi)-carbamic acid tert-butyi ester methyl- 
pyndin-4-ylmethyl-amine the free base was obtained, which was converted to the 
hydrochloride salt by treatment with 5N HCl/EtOH Mowed by recrystallisation from 
) EtOH/ether then drying under vacuum (0.05 mmHg, 60 «Q to afford the title compound 
as a white solid (65 % yield), MS: m/e=480.3 (M+H+). 

Example 164 

H4=Mette^^ _ 

To an ice cooled solution of 3-(4-methoxy-7-phenyl-ben2othiazol-2-yl)-l-methyl-l- 
pyridin-3-yl-methyl-urea (405 mg, 1 mmol), in CH 2 Q 2 was added 3-chloro- 
perbenzoicacid (MCPBA) (295 mg, 1.2 mmol) and the mixture stirred at 0 » C for Ih 
followed by 1 h at r. t. After this time the pale red reaction mixture was thoroughly washed 
wath 5% NaHC0 3 solution (50 ml), and the aqueous phase was extracted with CH 2 C1 2 (2x 
30 ml) then the combined extracts were dried with Na 2 S0 4 , filtered and evaporated to 
affording a violet solid This solid was then chromatography over SiO, (Merck 230-400 
mesh) eluting with a gradient of CH 2 C1 2 /(2N NHj/MeOH) (97:3 to 9:1), to afford the tile 
compound as a light brown solid (260 mg, 62 % yield),MS: m/e=421.3 (M+H + ) 

Example 165 
1 -Benzvl-3-(4-metboy y-benzQthia7.ol-2-v1 ) .nr«» g 

To a stirred solution of 2-amino-4-methoxy-ben2othiazoIe (180 mg, 1 mol) in THF (5 ml) 
was added benzylisocyanate (166 mg, 1.25 mmol) and the mixture heated to 60 °C for 3 h. 
After evaporation of the solvent, ether (5 ml) was added and the suspension ultra- 
sonnicated for 10 min with addition of nHexane (5 ml). This suspension was filtered and 
washed further with ether/nHexane (1.1) to afford the title compound, after drying under 
vacuum, as a white solid (220 mg, 70 % yield), MS: m/e=313 (M+). 
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Following the general method of example 165, the compound of example 166 was prepared 

Example 166 

l-Ben2vl-3-(4-methoxv-7-phen^ -benzothia2ol-2-vn^urea 

Using 2-amino-4-methoxy-7-phenyl-benzothiazole the title compound was obtained as a 
5 white amorphous solid (92 % yield), MS: m/e=389 (M + ) 

Example 167 
l-(4-Methoxv-7-phenvl-benzothiazol-2-yl)^ 

To a stirred solution of 2-amino-4-methoxy-7-phenyl-benzothiazole (80 mg> 0.3 mmol) in 
dioxane (3 ml) was added pyridine-3-isothiocyanate (64 mg, 0.47 mmol) and the mixture 
10 heated to 100 °C for 69 h. After cooling to r.t. the resulting yellow suspension was filtered, 
washed with ether (5 ml) and dried under vacuum (0.05 inmHg, 50 °C, to afford the title 
compound as a; light yellow solid (98 mg, 80 % yield), MS: m/e=393.1 (M+H + ). 

Example 168 

l-Benzovl-3-(4-methoxv-7-phenvl-benzotMazol-2-vlVthiourea 

15 To a suspension of 2-amino-4-methoxy-7-phenyl-benzothiazole (1.52 g, 6 mmol) in 
dioxane (60 ml) was added benzoylisothiocyanate (1.45 g, 8.9 mmol) and the mixture 
heated to 100 °C for 2 h, during which time the suspension dissolved. After cooling the 
solvent was removed and the solids suspended in hot acetonitrile (100 ml) and filtered 
while warm (50 °C). The solid collected was washed with acetonitrile (20 ml) then dried 

20 under vacuum (0.05 mmHg), at 60 °C. to afford the title compound as a pale yellow 
amorphous solid (1.38 g, 55 % yield), MS: m/e=419.0 (M + ). 

Example 169 

(4-Methoxv-7-phenyl-benzothiazol-2-vl)-thiourea 

To a solution of l-benzo>d-3-(4-methoxy-7-phenyl-benzothiazol-2-yl)-thiourea (1.3 g, 3.1 
25 mmol) in methanol (20 ml)/THF (40 ml) was added NaOMe (250 mg, 4.6 mmol) and the 
mixture stirrd for 72 h at r.t. After evaporation of the solvents water (100 ml) was added 
with stirring followed by aceticacid (1 ml) which caused a solid to precipitate. This solid 
was collected and on a glass sinter, washed with water ( 100 ml), followed by EtOAc (30 ml) 
then finally cyclohexane (30 ml). After drying the title compound was obtained as a white 
30 solid (850 mg, 87 % yield), MS: m/e=3 16.2 (M+H + ). 
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Example 170 

(4-Metho3(v-h(»n7ntK^T oi.2--rfV ur p a 

A mixture of 2-ammo-4-methoxy-benzothiazole (330 mg, 1.83 mmol) and urea (1.1 g, 
1.83 mmol) were heated together for 1 h at 170 »Q with evolution of ammonia. After 
allowing to cool to r.t, water (10 ml) was added and the mixture was vigorously stirred. 
The solid was then filtered, washed with water (10 ml) followed by ethanol (10 ml) and 
dried at 60 °C under vaccum (0.05 mmHg). The tide product was afforded as an off-white 
solid (300 mg, 73 % yield), MS: m/e= 223 (M + ). 

FoUowmgthe general method of example 170, the compounds of examples 171 to 173 were 
prepared 

Example 171 
(4-Methoxv-7-phenv1-h«» nzothia7ol-?.Y l)-iirp a 

Using 2-aniino-4-methoxy-7-phenyl-benzothiazole the title compound was prepared as 
white solid (58 % yield), MS: m/e= 299 (M + ). The preapration of this compound is 
decribed in the following patent literature; N-(Benzothiazol-2-yl)oxamk acid derivatives. W. 
Winter, M. Thiel, A. Roesch and O. H. Wilhelms, German Patent, DE 2656468, 1978. 

Example 172 

(^e-Difluoro-benzothiazolO-Yl)-,^^ 

Using 2-ainmo-4,6-difiuoro-benzothiazole the title compound was prepared as a light 
yellow solid (42 % yield), MS: m/e= 229 (M + ). 

Example 173 
(7-Isopropyl-4-methoY V-ben2othiagol-2-v»-uri»a 

The tide compound is described in the following patent literature and was prepared 
according to the procedure described therin; N-(Benzothiazol-2-yl)oxamic acid derivatives. 
W. Winter, M. Thiel, A. Roesch and O. H. Wilhelms, German Patent, DE 2656468, 1978. 



Example 174 

(4-Memoxv-7-phenvl-ben2ft thia2ol-2-vlVpvridm-3-vtrnethvl-aminp 




WO 01/97786 PCT/EP01/06506 

-71- 

To a solution of 2-cMoro-4-methoxy-7-phenyi-benzothiazole (150 mg, 0.54 mmol), in 
dioxane (5 ml) was added 3-(aminomethyl)-pyridine (176 mg, 1.6 mmol) and this mixture 
was stirred at 100 °C for 18 h.. The solvent was then evaporated and the mixture taken up 
in methanol (8 ml) and ultrasonnicated for 10 min. to precipitate the product, which was 
5 washed with methanol (5 ml), and dried under vacuum (0.05 mmHg, 60 °C) to afford the 
title compound as a white solid (58 mg, 31 % yield), MS: m/e=348.3 (M+H*). 

Following the general method of example 1 74, the compounds of examples 175 to 1 84 were 
prepared 

Example 175 

10 (4-Meliioxy-7-phenvl-benzotMazol-2-vD-pvridin-4-vlmethvi-amine 

Using 4-(aminomethyl)-pyridine the title compound was obtained as a pale yellow solid 
(17 % yield), MS: m/e=343.3 (M+H+). 

Example 176 
(4-Methoxy-7-phenyl-ben2othiazol-2^ 

15 Using 2-(aminomethyl)-pyridine the tide compound was obtained as a white solid (32 % 
yield), MS: m/e=343.3 (M+H + ). 

Example 177 

Benzyl- (4-methoxv-7-phenvl-benzothiazol-2-vl > ) -amine 

Using benzylamine the title compound was obtained as a white solid (54 % yield), MS: 
20 m/e=347.3 (M+H+). 

Example 178 

(2-Methoxv-elhvn"(4-methoxV"7-phenvI-benzothiazol-2-vn-amine 

Using 2-methoxy-ethylamine the title compound was obtained as a white solid (56 % 
yield), MS: m/e=315.3 (M+H + ). 



25 



Example 179 

Cvclopropvlmethvl-(4-methoxv-7>phenvl-benzothiazol-2-vl)-amine 
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Using aminomethyl-cydopropane the title compound was obtained as a white solid (68 % 

' " — » /• 



Example 180 

5 £jU2) 

Using 3-(2-aminoethyl)-pyridine the crude product was obtained which was converted to 
its hydrochloride salt with excess 5N HCl/EtOH (2.5 eq.) and then purified by reversed 
phase preparative HPLC, using a C18 ODS-AQ column, with a water (0.1% TFA) 
/acetonitrile gradient. After pooling the product fractions and evaporation of solvents the 
title compound was obtained as a white foam (59 % yield), MS: m/e=362.2 (M+H*). 



) 



Example 181 

N-(4-MethoK^7-phenti-hm7rf^ 
hydrochloride salt f 1-7) 

Using 2-(dimethylammo)-emylamine the crude product was obtained which was 
converted to its hydrochloride salt with excess 5N HCl/EtOH (2.5 eq.) and then purified by 
reversed phase preparative HPLC, using a C18 ODS-AQ column, with a water (0.1% TFA) 
/acetonitrile gradient After pooling the product fractions and evaporation of solvents the 
tide compound was obtained as a white foam (80 % yield), MS: m/e=328.3 (M+H 1 "). 

Example 182 

(4-Methoxy-7-phenyl-ben7.othia7ol-2-^ 
salt (1:2) 

Using 4-(2-aininoethyl)morpholine the crude product was obtained which was converted 
to its hydrochloride salt with excess 5N HCl/EtOH (2.5 eq.) and then purified by reversed 
phase preparative HPLC, using a C18 ODS-AQ column, with a water (0.1% TFA) 
/acetonitrile gradient After pooling the product fractions and evaporation of solvents the 
title compound was obtained as a white foam (67 % yield), MS: m/e=370.3 (M+H*). 

Example 183 

(4-Memox y-7-phenyl-benzotma7/>l-?..Yt)-(7. P i P eridin-l-vl- e thY l)- a , 
salt (1:2) 
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Using l-(2-aminoethyl)-piperidine the crude product was obtained which was converted 
to its hydrochloride salt with excess 5N HCl/EtOH (2.5 eq.) and then purified by reversed 
phase preparative HPLC, using a C18 ODS-AQ column, with a water (0.1% TFA) 
/acetonitrile gradient. After pooling the product fractions and evaporation of solvents the 
5 title compound was obtained as a white foam (57 % yield)> MS: m/e=368.2 (M-f H*). 

Example 184 

2-(4-Methoxv-7- phenvl-benzothiazol-2-vlamino)-ethanol hydrochloride salt (1:1) 

Using ethanolamine the crude product was obtained which was converted to its 
hydrochloride salt with excess 5N HCI/EtOH (2.5 eq.) and then purified by reversed phase 
10 preparative HPLC, using a Cl 8 ODS-AQ column, with a water (0. 1% TFA) /acetonitrile 
gradient After pooling the product fractions and evaporation of solvents the title 
compound was obtained as a white foam (60 % yield), MS: m/e=300.4 (M+H + ). ~ 

Example 185 

[4-Methoxy-7>(2-methvl-pvridin-4"ylVbenzothia2ol-2"Vl1-carbamic acid methvl ester 

15 The title compound is sysnthesised from (7-iodo-4-methoxy-benzothiazol-2-yi)-carbamic 
acid methyl ester and 2-methyl-4-trimethylstannanyl-pyridine using the general procedure 
B as a off-white solid in 20% yield. MS: m/e= 329 (M + ). 

Example 186 

(4-Methoxv-7-morpholin-4-vl-ben2Qthiazol-2-vl)-carbamic acid methvl ester 

20 Carbamate formation using the same procedure as for (4-methoxy-benzothiazol-2-yl)- 
carbamic acid methyl ester yields the product as off-white solid in 58% yield. MS: m/e= 
324 (M+H + ). 

Example 187 

(4-Methoxv-7-phenyl-benzothia2ol-2-vlVcarbamic acid benzyl ester 

25 To a stirred solution of 2-amino-4-methoxy-7-phenyl-benzothiazole (512 mg, 2 mmol) in 
pyridine at 90 °C was added benzyl chloroformate (3.3 ml, 23.4 mmol) in three portions 
over 6 hours. The reaction mixture was then evaporated to dryness and partioned between 
CH2CI2 (50 ml) and saturated aqueous NaCl solution (50 ml), the aqueous phase was 
separated and extracted further with CH2CI2 (2x 50 ml) and the combined organic phases 

30 dried, filtered and evaporated. The crude residue was then chromatographed over Si0 2 



asa 
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(Merck 230-400 m«h) dutto?with o^y*^ ( 4:1) a ^ ^ ^ 
white foam (620 ma, 79 % viddl MS, m/.=«i -> nmi* 

Example 188 

(4-Methoxy-7-vinyl-benzo thia7ol - ? -vn-c a rh a m,V a ^ methyj ggtgr 
5 - a ) ^ 7 - Iod "-4-methoxy-hen7othia Z ol-2-vlVr a rh^ ; c acid mpthY , ao ,^ 

^Metho^benzothiazol-^IJ-carbamicadd 130mmol) ^ 

treated with iodine ^onochlc, de (13.5 ml, 264 mmol) at 0 °C. The reaction mixture is 
then slowly wanned to room temperature and stirred for 15 hour, After addition of water 
(1 .3 1), the formed precipitate is filtered off and washed with water. The filter cake is then 
dissolved in a minimal amount of tetrahydrofurane (about 150 ml) and decolorized with 
IM aqueous sodium thiosulfate. The product is precipitated by the addition of water 

^^M + T ered ^ ^ ^ 60 ° C ^ h0UrS * § %> ^ SOHA M * 
b) (4-MethoxY-7-vin T i-be n 7othi a 7ol - 2 .vlVr,rh am ^ ^ m ^ ^ 

(7-Iodo^memoxy-benzothiazol^ acid ester (1 part)> vin ^ tributjdstannsme 

(1.0 equivalents) andtetralds- ( triphenylphos P hine)-palladium(0) (0.1 equivalents) are 
combmed in dioxane (25 parts) containing 2M Na 2 C0 3 (4.0 equivalents) and heated to 
reflux for 24 hours. The reaction mixture was evaporated, washed with brine and dried 
over MgS0 4 . After evaporation to dryness the product was isolated by flash 
chromatography (silica, eluent ethyl acetate/hexanes) as a white solid (60 %). Rp, 138- 
139 C 

Example 189 

4-Huoro-N-f4-methnw.7.^n 7 i^ ?n20thia7ol . ? . v , v >N ^ 

a) 4-Metho»v-7.vinvlJv W .^» t h i , zo i.2. v i <lin i n< . 

(4-Memoxy-7-vinyI-benzothiazol-2-yl)-carbamic acid methyl ester was dissolved in 
ethyienglycol/2N KOH (2:1) and stirred at 100 <>C for 3 hrs. Then water was added and the 
mzxture was extracted with CH 2 C1 2) the organic phase was washed with brine and dried 
over MgS0 4 . After evaporation the residue was crystallized from CH 2 d 2 . White crystals 
(64 %);Rp.: 155-159 °C. 
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b) 4-FIuoro-N-(4-methoxy-7-vinyl-benzothia^ 

Following the general method of example 1 the title compound was obtained from 4- 
methoxy-7-vinyl-benzothiazol-2-ylamine and 4-fluoro-benzoic acid chloride as a white 
solid (85 %); F.p.: 198-199° C 

5 Example 190 

f4-Methoxv-7-propen)d-ben20thiazol-2-vD-carbamic acid methyl ester 

Following the general method 188b) the title compound was obtained from (7-iodo-4- 
methoxy-benzothiazol-2-yl)-carbamic acid methyl ester and tributyl-propenyl-stannane as 
a yellowish solid (75 %); F.p.: 153-156 °C 

Example 191 

N- ( 7 - Ethvl -4- methoxv-b enzothiazol-2 -vl) -4-fluoro-benzamide 

100 mg of 4-fluoro-N-(4-methoxy-7-vin)d-benzothiazol-2-yl)-benzamide (0.3 mmol) were 
dissolved in methanol (100 ml) and Pd/C (4 mg) were added. The reaction mixture was 
hydrogenated for 2 hrs. After filtering and evaporation of the solvent the crude product 
was subjected to column chromatography (silica gel, eluent MeOH/CHbCfe 1:9). The title 
compound was obtained in form of white crystals (79 %); F.p.: 165-167° C. 

Example 192 

(7-Acetvl-4-methoxy-benzothiazol-2-vlVcarbamic acid m ethvi ester 

According to the method described for example 188b) the title compound was obtained 
20 from (7-iodo-4-methoxy-benzothiazol-2-yl)-carbamic acid methyl ester (1 equivalent) and 
(l-ethoxy-vinyl)-tributylstannane (1 equivalent) as a white solid (34 %); F.p.: 238-240 °C. 

Example 193 

Rac-f7-(l-Hvdroxv-ethyl)-4-methoxv-benzothiazol-2-vl1-carbamic acid methvi ester 
0.05 g of (7-acetyl-4-methoxy-benzothiazol-2-yl)-carbamic acid methyl ester (0.00018 
25 Mol) were dissolved in ethanol (30 ml) and 0.028 g of NaBH4 (0.00072 Mol) were added. 
After stirring at 40 °C for 24 hrs. the reaction mixture was diluted with water, extracted 
with CH2CI2, the organic phase washed with brine and dried over MgS04. After 
chromatography on silicagel with CH 2 Cl 2 /MeOH 97:3 the title compound was obtained as 
a white solid (38 %); F.p.: 179 °C (dec). 



10 
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Example 194 (intermediate) 



ester 



1.5 g of (4-methox7-7-vinyl-benzothiazol-2-yl)-carbamic acid methyl ester (0.0057 Mol), 
5 delved mTHF (60 rm) were treated ^ ' 
room temperature for 15 min. Then the solvent was removed, the residue taken up in H 2 0 
(30 ml) and extracted four times with ethyl acetate (50 ml). The combined organic phases 
were washed with brine and dried over MgS0 4 . After evaporation the crude product was 
subjected to column chromatography (silicagel, ethyl acetate). The title compound was 
10 obtained as a white solid (78 %),F.p.: 150-155 °C. 

Example 195 (intermediate) 

j7-(2-Bromo-]-hydroxy-nro^ mgrii ^ 
ester 

According to the method described for the example above the title compound was 
15 obtained from (4-methoxy-7-propenyl-ber 1 zothiazol-2-vl)-carbamic acid methyl ester as a 
foam and carried on to the next step without further purification and characterization. 

Example 196 (intermediate) 

(7-Bromoacetvl-4-Tnethoxv-benzo thia2ol-2-vn-r arh a m^ ariA me thvl ester 

1.6 g of rac-[7-(2-bromo-l-hydroxy-emyl)-4-memoxy-benzothiazol-2-yl]-carbamic acid 
20 methyl ester (0.0044 Mol) were dissolved in CHCI3 (100 ml) and treated with 3.8 g of 
Mn0 2 (0.044 Mol) for 3 hrs. at 70 °C. The hot reaction mixture was filtered and 
subsequently concentrated. The crude product was crystallized from Et 2 0 to yield the title 
compound as a beige solid (73 %); Rp.: 250-260 °C (dec). 

Example 197 (intermediate) 
25 f 7-(2-BrQmo-propionvn-4-meth 0 xv-h e n7.o t hia7.n1-?-Yl|-r^ r fa am i c aci d mrthy l p<w 

5.0 g of [7-(2-bromo-l-hydroxy-propyl)-4-memoxy-benzo1hiazol-2-yl]-carbamic acid 
methyl ester 0.0133 Mol) were suspended in water (30 ml) and 2.0 g of Cr0 3 (0.02 Mol), 
dissolved in acetic acid (30 ml), were added. The reaction inixture was heated to 70 °C for 2 
hrs. and then evaporated to dryness. The residue was taken up in sat NaHCQ 3 (200 ml), 
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extracted 4x with ethyl acetate (200 ml each) and the combined organic phases were dried 
over MgS0 4 . The title compound was obtained as orange crystals (74 %); Rp.: 199-201 °C. 

Example 198 

(4-Metho3CV-7-thiophen-2-vl-benzothia2ol-2-vI)-carbamic acid methyl ester 

5 Following the method described for (4-methoxy-7-vinyl-benzothiazol-2-yl)-carbamic acid 
methyl ester (Example 188b) the title compound was obtained from (7-iodo-4-methoxy- 
benzothiazol-2-yl)-carbamic acid methyl ester and 2-tributylstannyl-thiophen as a 
yellowish solid (41 %); 160-165 °C 

Example 199 

10 f4-Methoxy-7-f5-methvi-thiop acid method ester 

Following the method described for (4-methoxy-7-vinyI-benzothiazol-2-yl)-carbamic acid 
methyl ester (Example 188b) the title compound was obtained from (7-iodo-4-methoxy- 
benzothiazol-2-yl)-carbamic acid methyl ester and 2-tributylstannyl-5-methylthiophen as a 
yellowish solid (40 %); 267-274 °C (dec). 

15 Example 200 

f4-Methoxv-7-(2-methvl-thiazol-4-vl)-benzothiazol-2-vl1-carbamic acid method ester 

1.3 g of (7-bromoacetyl-4-methoxy-benzothiazol-2-yl)-carbamic acid methyl ester (0.0036 
Mol) and 0.27 g of thioacetamide (0.0036 Mol) were dissolved in dioxane (30 ml) and 
stirred for 4 hrs. at 70 °C. After evaporation of half of the solvent water (40 ml) was added 
20 and the pH adjust to 7 with sat. NaHCC>3. A solid precipitated, which was isolated and then 
subjected to column chromatography on silicagel using ethyl acetate as eluent. The title 
product was isolated as an off-white solid (27 %); F.p.: 186-188 °C. 

Example 201 

l4-Metiioxy-7-f2-(6-me1iivl-p\rid acid 
25 methyl ester 

According to the method described above the title compound was obtained from (7- 
bromoacetyl-4-methoxy-beiizothiazol-2-yl)-carbainic acid methyl ester and 2- 
methylpyridine-5-thiocaboxamide as a yellowish solid (73 %); F.p.: 240-242 °C. 
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Example 202 

According to the method described above the title compound was obtained from (7- 
bromoacetyl-4-memox V -benzotniazol-2-yl)-carbamic acid methyl ester and pyridine-2- 
5 thiocaboxamide as a dark red solid (63 %); F.p.: 207 °C. 

Example 203 

i7-f2-(tert-Butorycaihon^^ 
carbamic acid methvl ester 

According to the method described above the title compound was obtained from (7- 
10 bromoacetyl-4-methoxy-benzothia2ol-2-yl)-carbamic acid methyl ester and 

thiocarbamoylmethyl-carbamic acid tert-butyi ester as a white solid (26 %); MS (ISP)- m/e 
= 451(M+H + ). 

Example 204 

f7-(2-Ammomethyl-tHazol-4-Yl)-4-memox^ mpthyi 
15 ester hydrochloride QjJ ~~~~ 

0.075 g of {7-[2-(tert-butoxycarbonylamino-methyl)-thiazol-4-yl]-4-methoxy- 
benzothiazol-2-yi}-carbamic acid methyl ester (0.00017 Mol) were stirred in 2 ml of 2.5 M 
HO/MeOH for 4 hrs. Upon cooling to room temperature a precipitate formed, which was 
filtered off, washed with hexane and dried. The title compound was obtained as a white 
20 solid (70 %),Rp.: 220-230 °C. 

Example 205 

r7-(2-pimeftYlaminomefoyl-tmazo1-4-^ 
methvl ester 

According to the method described for l4-methoxy-7-(2-methyl-thiazol-4-yl)- 
25 benzothiazol-2-yl]-carbamic acid methyl ester the title compound was obtained from (7- 
bromoacetyl-4-methoxy-benzothiazol-2-yl)-carbamic arid methyl ester and 
dimemylamino-thioacetamide as an off-white solid (11 %); F.p.: 185-189 °C (dec). 

Example 206 



f 7-(2,5-Dimemyl-thiazol^Yl) -4-m emoxy-benzotMazol-2-vll-carbaimc acid m^hy» 
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According to the method described above the tide compound was obtained from [7-(2- 
bromo-propionyl)-4-methox7-benzothiazol-2-yl]-carbamic acid methyl ester and 
thioacetamide as an off-white solid (42 %); F.p.: 180-181 °C (dec). 

Example 207 

{4-Methoxv-7- f2-f tritvl-amino)-1^azol-4-vl1 -benzothiazol-2-vU-carbamic acid methvl 
ester 

According to the method described above the title compound was obtained from [7-(2- 
bromo-acetyl)-4-methoxy-benzothiazol-2-)d]-carbamic acid methyl ester and trityi- 
thiourea as an off-white solid (53 %); F.p.: 135-140 °C 

Example 208 

f7-(2-Amino-thiazol-4-vlV4>methoxv-benzothiazol-2-vll-carbamic acid methvl ester - . 

0.070 g of {4-methoxy-7-[2-(trityl-amino)-thia^ acid 
methyl ester (0.00012 Mol) were heated to reflux in 2 ml of 2.5 M HCl/MeOH for 4 hrs. 
After cooling to room temperature the pH was adjusted to 7 upon drop wise addition of 
sat. NaHC0 3 . A precipitate formed, which was filtered off, washed with ethyl acetate and 
dried. The title compound was obtained as a white solid (23 %), F.p.: 293-296 °C (dec). 

Example 209 

f7-(2-Dimethviamino-thiazol-4-vl)-4-m^ acid methvl 

ester 

According to the method described above the tide compound was obtained from [7-(2- 
bromo-acetyl)-4-methoxy-benzothiazol-2-)d]-carbamic acid methyl ester, NN-dimethyl- 
thiourea and triethylamin as an off-white solid (86 %); F.p.: 185-195 °C 

Example 210 

r4-Methoxy-7-(2-pvn-oUd^ acid methvl 

ester 

According to the method described for the example described above the tide compound 
was obtained from [7-(2-bromo-acetyl)-4-methoxy-benzothiazol-2-yl] -carbamic acid 
methyl ester and 1-pyrroUdine-carbothioamide as an off-white solid (16 %); F.p.: 199 °C. 
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Example 211 

ester 

According to the method described above the title compound was obtained from [7-(2~ 
bromo-acetyi)-4-methox)r-ben2othiazol-2-yl]-carbamic acid methyl ester and 1- 
piperidine-carbothioamide as an off-white solid (71 %); F.p.: 209 211 °C 

Example 212 

■ 14-Meflua^ add meth^ 

ester 

According to the method described above the title compound was obtained from [7-(2- 
bromo-acetyl)-4-methoxy-benzothiazol-2-yl]-carbamic acid methyl ester and 1- 
morphohne-carbothioamide as a yellowish solid (41 %); MS (ISP): m/e = 407 (M+H + ). 

Example 213 

{4rMethaxr-7-r2-(4-meth^ 
acid methvl ester 

According to the method described above the title compound was obtained from [7-(2- 
bromo-acetyl)-4-memoxy-benzothiazol-2-yl]-carbamic acid methyl ester and 4-methyl-l- 
piperazinethiocarboxamide as a brownwish solid (41 %); F.p.: 143 °C. 

Example 214 

r7-(2-tert-Butoxycarbonvlanimo-1H-im ^ 
carbamic aci d methvl ester 

0.25 g of (7-br6moacetyl-4-methoxy-benzothiazol-2-yl)-carbamic acid methyl ester 
(0.0007 Mol) and 0.33 g of tert-butoxycarbonylguanidine (0.0021 Mol) were heated to 
reflux in acetonitril (3 ml) for 3 hrs. After evaporation of the solvent the residue was 
triturated with water (10 ml) and filtered. The filtrate was evaporated and the residue 
subjected to column chromatography (sflicagel, ethyl-acetate/hexanes 1:1) to yield the tide 
compound as a white solid (17 %); F.p.: 255-265 °C. 
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Example 215 

f7-(2-Amino-lH-imidazol-4-^^^ *c\A methyl 

ester 

0.04 g of [7-(2-tert-butoxycarbonyiam^ 
5 yl] -carbamic acid methyl ester (0.0001 Mol) were heated to 60 °C in HCl/MeOH (2.5 M, 2 
ml). After evaporation of the solvent the residue was dissolved in water (5 ml) and the pH 
was adjusted to 8 with sat. NaHCC>3. The water was evaporated and the residue triturated 
in ethyl acetate where a precipitation formed. This was isolated and dried to yield the title 
compound as a grey solid (16 %); F.p.: 225-235 °C. 

10 The following examples were prepared according to the general method described for 4- 
methoxy-7-vinyi-benzothiazol-2-yi-amine (Example 189a) from the corresponding 
carbamic acid methyl ester: 

4>Methoxv-7-f2-morpholin-4-vl-thia2ol-4-yl)"benzothiazol>2-y l-aminfi 

Obtained as a white solid (73 %); F.p.: 289-292 °C. 
15 4-Methoxy-7-r2-(4-meth vl-piper^ 

Obtained as a light yellow solid (81 %); F.p.: 176 °C (dec). 
4-Methoxy-7-f2-(6-methvl-pvridin-3-viVta 

Obtained as an off-white solid (94 %); MS (ISP): m/e = 355 (M+H + ). 
7-(2-Amino-1^a2ol-4-vl)-4-methoxv-benzothia2ol-2-vl-amine 

20 Obtained as a white solid (56 %); MS (ISP): m/e = 279 (M+H + ). 

7-(2-Dimethylamino-thiazol-4-vlV4-m 

Obtained as a beige solid (62 %); F.p.: 225-238 °C. 

4-Methoxv-7-thiophen-2-vl-ben2o thia2ol-2-vl-amine 

Obtained as a light brown solid (85 %); F.p.: 215-219 °C. 
25 4-Methoxv~7-(2-pvridin-2-vl-tMazol-4-vl)-berL2otHazol-2-yl>amine 

Obtained as a light yellow solid (67 %); F.p.: 302 °C (dec). 
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Obtained as a light brown solid (99 %); F.p.: 270 °C (dec). 
4-Methoxy-7-(2-piperidin-l-vl-to^ 

Obtained as a light brown solid (75 %); MS (ISP): m/e = 347 (M+H+). 

4-Methoxy-7-(2-methvl- thiaz^^^^ 

Obtained as an off-white solid (81 %); F.p.: 262-265 °C 

4-Methoxy-7-(5-methvi-t hiophen-2^ 

Obtained as an off-white solid (81 %); F.p.: 195-205 °C (dec). 

7-(2 7 5-Dimethyi-tMazol-4-vlV4-metho ^^ 

Obtained as a yellow solid (5 %); F.p.: 201-20 3 °C. 

Following the general method of example 1 the following examples were obtained from 
corresponding benzothiazol-2-yl-amines and 4-fluoro-benzoic acid chloride: 

Example 216 

4-Fluoro-N-f4-methoxy-7-(2-mo^ 

Obtained as an off-white solid (53 %); F.p.: 225-227 °C. 

Example 217 

N-f7-(2-Ammo-thia2o^ 

Obtained as a white solid (85 %); F.p.: 262-264 °C. 

Example 218 

4-Fluoro-N-f4-methoxy-7-f2^ 
benzamide 

Obtained as an off-white solid (79 %); MS (ISP): m/e = 477 (M+H+). 
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Example 219 

N- f 7-(2-Dimethvlamino-thiazol^vl)-^^ -4-flu oro-hgn7aTniHf> 
Obtained as a light yellow solid (29 %); F.p.: 218-220 °C. 

Example 220 

5 4-Fluoro-N-(4-methoxv-7-tiiiophen-^^^ ^ 

Obtained as a light yellow solid (72 %); F.p.: 242~250°C 

Example 221 

4-Huoro-N-{4-methoxY-7-f2-f4-methvI-pip^^ 
benzamide 

10 Obtained as an off-white solid (66 %); F.p.: 138 °C (dec). 

Example 222 

4-Fluoro-N-r4-methoxv-7-(2-PYridm 

Obtained as am off-white solid (92 %); F.p.: 150 °C (dec). 

Example 223 
15 4-Fluoro-N-f4-methoxy-7-(2-pYrroli&^ 

Obtained as an off-white solid (82 %); MS (ISP): m/e = 455 (M+H+). 

Example 224 

4-Huoro-N-f4-metiioxv-7-(2-methvl-tfo^ 

Obtained as a white solid (36 %); F.p.: 217-219 °C. 
20 Example 225 

4-Fluoro-N-f4-methoxy-7-(5-me^ 

Obtained as an off-white solid (70 %); F.p.: 192-196 °C (dec). 
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Example 226 
N-r7-(2,5-Dimethyl-thiazo1-4-vtt-4-m^ 
Obtained as an off-white solid (42 %); F.p.: 205-206 °C (dec). 

Example 227 

4-Chloromethyl-N-f4-methoxy-7-(2-morpho1^ 
benzamide 

0.165 g of 4-methoxy-7-(2-moipholm-4-yl-thiazol-4-yl)-ben 2 otmazol-2-)daniine (0.00047 
Mol) were dissolved in dioxane (5 ml) and combined with 0.1 ml of triethylamine (0.0007 
Mol), 0.006 g DMAP (0.000047 Mol) and a solution of 0.116 g of 4- 
(chlormethyl)benzoylchlorid (0.00062 Mol) in dioxane (1 ml). The reaction mixture was 
stirred for 6 hrs. at 70° C. After cooling down to room temperature, water (10 ml) and sat 
NaHC0 3 (10 ml) were added. A precipitation formed. It was filtered, washed with water 
and tried. This crude product was subjected to column chromatography (silicagel, 
CHiCVMeOH 19:1). The title compound was obtained as a light yellow solid (65 %);Fp • 
166-168 °C. " ' " 

The following examples were prepared from the corresponding 7- substituted 4-methoxy- 
henzothiazol-2-yl-amines according to the above described method: 

Example 228 

4-CMoromethyl-N-{4-met hoxY-7-r2-(6-m e ^ 
2-vll -benzamide 

Obtained as an off-white solid (68 %); F.p.: 230-250 °C. 

Example 229 

4-CMoromethYl-N-{4-me&oxy-7-r2-(^ 
benzamide 

Obtained as a white solid (42 %); F.p.: 163 °C (dec.). 

Example 230 



4-CMoromethYi-N-r7-(2-dim e thvl a mm f wtM^ 
benzamide 
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Obtained as a light yellow solid (36 %); F.p.: 183-186 °C 

Example 231 

4-CHoromethvl-N-(4-metho^ 

Obtained as a light yellow solid (60 %); F.p.: 183-209 °C (dec). 

5 Example 232 

4-Chloromethyl-N-f 4-methoxv-7- f 2-pyridin-2^vl>thia2ol^vl)-beiizothia2Ql-2-Y l 1 ^ 
benzamide 

Obtained as a light brown solid (79 %); F.p.: 195-201 °C. 

Example 233 

10 4-CMoromethvl-N- f 4-methoxy-7-(2-methvl-thiazol-4-vl)-benzothia2ol-2-Yl] -benramide 

Obtained as a white solid (72 %); F.p.: 140-145 °C. 

Example 234 

4-CHoromethvl-N-f4-methoxy-7-(5-me^ 
benzamide 

15 Obtained as a yellow solid (93 %); F.p.: 130-146 °C. 

Example 235 

4-( r (2-Methoxv-eth\dVmeth\i-aminol -methvll-N- f 4-methoxv-7-( 2~morpholin>4-vl- 
thiazol-4-vl)^benzothiazol-2-vlUbenzamide 

0.035 g N-(2-methoxyethyl)-methylamine (0.00039 Mol) and 0.064 g (4-cMoromethyl-N- 
20 [4-methoxy-7-(2-morpholin-4-yl-thiaz^ (0.00013 
Mol) dissolved in THF (2 ml) were heated to reflux for 4 hrs. After cooling to room 
temperature and evaporation of the solvent the residue was triturated with water (7 ml). A 
precipitation formed, which was filtered, washed with water and dried yielding the title 
product as an off-white solid (79 %); F.p.: 100-110 °C. 

25 The following examples were prepared according to the method above from N-(2- 

methoxyethyi)methyiamin and the corresponding 7- substituted 4-chloromethyl-N- [4- 
methoxy-benzothiazol-2-yi] -benzamides: 
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Example 236 

4-{ f (2-Methoxv-ethYlV methvl-aminol-^^ 
thia2ol-4^1-benzothia2ol-2-vl)-beiizaniide 

Obtained as a white solid (79 %); Rp.: 1 19-128 °C. 

Example 237 

N-f7-(2-Amino-thiazol-4-vlV4-m^ 
methvl-aminol-methvlt-benzamide 

0.1 g of 4-{[(2-methoxy-eftyl)-m^ 

amino)-thiazoK4-yl]-benzothiazol-2-yl}-benzamide (0.00014 Mol) were treated with cc 
HC1 (0.03 ml) in MeOH (1 ml) for 1 h at reflux. After evaporation of the solvent the - 
residue was taken up in water (10 ml), treated with sat NaHC0 3 (10 ml) and extracted 4x 
with ethyl acetate. The combined organic phases were dried over Na 2 S0 4 , filtered and 
concentrated. The residue was subjected to column chromatography (silicagel, ethyl 
acetate, CH 2 Cl 2 /MeOH 19:1 and 9:1). The title compound was obtained as a white solid 
(53%); F.p.: 199-206 °C. 

Example 238 

4-f f f 2-Methoxv-ethvl)- me1^ 

vlV thiazoI-4-vl 1 -benzothiazol-2-yI \ -benzamide 

Obtained as a light yellow foam (69 %); MS (ISP): m/e = 560 (M+H + ). 

Example 239 

N-r7-f2-Dimeth Y I a minn- thi^ 

ethvD-methvl-aminol -methvll -benzamide 
Obtained as a light yellow solid (47 %); F.p.: 85-95 °C. 

Example 240 

4-W2-Methoxy-ethyi)-methvl-aminol-m 
benzothiazol-2-vlVbenzamide 
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Obtained as a light beige solid (44 %); F.p.: 58-78 °C. 

Example 241 

5 4-{f(2-Methoxy-ethvl)-methvi-aminol-methvl^N-f4- methoxv-7 
4-yl)-benzothiazol-2-yIT-benzamide 

Obtained as a light yellow solid (54 %); MS (ISP): m/e = 546 (M+H + ). 
10 Example 242 

4-{f(2-Methoxv-ethYl)-methvl-amm^ 
benzothia2ol~2-vll -benzamide 

Obtained as a white solid (36 %); F.p.: 140-145 °C. 

15 

Example 243 

4-ir(2-Methoxy-ethvlVme^ 
yl)-benzothiazol-2-yn -benzamide 

20 Obtained as a light beige solid (73 %); F.p.: 83-90 °C. 

Example 244 

N- r4-Methoxv-7-('2-morphoIin-4-\4-ljiiazoi-4-vl)-benzothiazol-2-vll -4-pvrrolidin- 1 -vl- 
methvl-benzamide 

25 

0.032 g pyrrolidine (0.00045 Mol) and 0.075 g (4-chloromethyl-N-[4-methoxy-7-(2- 
morpholin-4-yl-thiazol-4-yl)-benzothiazol-2-yl] -benzamide (0.00015 Mol) dissolved in 
THF (2 ml) were heated to reflux for 1 h. After cooling to room temperature and 
evaporation of the solvent the residue was triturated with water (7 ml). A precipitation 
30 formed, which was filtered, washed with water and dried yielding the title product as an 
off-white solid (87 %); F.p.: 120-130 °C. 

The following examples were prepared accoording to the method above from pyrrolidine and 
the corresponding 7- substituted 4-dihromethyl-N-[4-methoxy-bernothiazol-2-yl]- 
benzamides: 
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Example 245 

N-{4-Methoxy-7-f2-f6-methvl-p^^ 
PVrroKdin-l-vl-methv1- ben7amiHp 

Obtained as a light brown solid (58 %); F.p.: 230-231 °C 

5 

Example 246 

N-{4-Methoxy-7-[2-( trityi-aminoVthiazol-4-vll- he -yl. 
methvi-benzamide 

10 Obtained as a light yellow solid (89 %); F.p.: 122-135 °C. 

Example 247 

N-f7-(2-Amino-thiazol-4-vn-4-m ^ 
benzamide hydrochloride (1:1) 

15 0.055 g of N-{4-methoxy-7-[2-(trityl-ammo^ 

pyrroKdin-l-ylmethyl-benzainide (0.000078 Mol) were dissolved in MeOH (0.5 ml) and 
ccHCl (0.015 ml). After refluxing for 1 h the solvent was evaporated, the residue treated 
with ethyl acetate, filtered and isolated. This material was triturated in EtOH whereby 
crystals formed, which were washed with Et 2 0. After drying the title compound was 

20 obtained as a white solid (62 %); F.p.: 228-240 °C. 

Example 248 

N-f7-(2-Dimethylamino-thiazol ^ 
methvi-benzamide 

25 

Obtained as a light yellow solid (75 %); F.p.: 120-136 °C. 

Example 249 

N-(4-MethoxY-7-thiophen-2-yl^ 

Obtained as a light beige solid (47 %); F.p.: 174-190 °C (dec). 

30 
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Example 250 

N-f4-Me&oxy-7-(2-pvridm-2-^ 
methvl-benzamide 

Obtained as a light yellow foam (48 %); MS (ISP): mJe = 528 (M+H + ). 

Example 251 

N- r4-Metboxy-7-(5-methvl-thiophen-2-^Vbenzothiazol-2-vl1 -4-pvrrolidin-l ^-.methvl- 
benzamide 

Obtained as a light beige solid (67 %); Rp.: 140-149 °C (dec). 

Example 252 

N-r4-Me&oxy-7-(2-m ethvl-thm^ 
benzamide 

Obtained as a light yellow solid (44 %); P.p.: 123-134 °C 

Example 253 

N-f4-M ethoxy-7-tHophen-2-yl-benzofo 

0.21 g of 4-methoxy-7-thiophen-2-yl-benzothiazol-2-yl-aniine (0.0008 Mol) together with 
0.27 ml triethylamine (0.002 Mol), 0.01 g of DMAP and 0.20 g isonicotinic acid chloride 
(0.001 Mol) were heated to reflux for 20 hrs. in dioxane (10 ml). After cooling to room 
temperature water (20 ml) and sat. NaHC0 3 (15 ml) were added. A precipitation formed, 
which was filtered, washed with water and dried. This crude product was subjected to 
column chromatography (silicagel, ethyl acetate) to yield the title compound as a yellow 
solid (58 %); Rp.: 203-211 °C (dec). 

The following examples were prepared accoording to the method above from isonicotinic acid 
chloride and the corresponding 7- substituted 4-methoxy-benzothiazol-2-yl-amines: 

Example 254 

N-f4-Methoxy-7-(2-pvridin-2-vl-tH^ 

isonico tinaTnide 

Obtained as a light yellow solid (38 %); MS (ISP): m/e = 460 (M+H+). 
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isonicotinamide 

Obtained as a yellow solid (9 %); F.p.: 195-215 °C. 
5 Example 256 

isonicotinamide 

Obtained as a yellow foam (4 %); MS (ISP): m/e = 481 (M+H + ). 

Example 257 

10 N-f4-Methoxy-7-(5-methyl-t hiophe^^ 

Obtained as a light orange foam (65 %); MS (ISP): m/e = 396 (M+H+). 

Example 258 

Morpholine-4-carboxvlic acid l4-met hoxv-7- f 2-rfi-methvl-pvridin-3-vl)-thia7/d-4-y1]. 
benzothiazol-2-vIl-amide 

15 0.1 g of 4-methoxy-7-[2-(6-methyl-pyridm-3-yl)-tmazol-4-yl]-ben2othia2oU 

(0.00028 Mol) were dissolved in dioxane (2 ml) and treated with 0.047 ml triethylamine 
(0.00034 Mol) and 0.164 ml of phosgene (20 % in toluene) (0.00031 Mol). After stirring 
for 2 hrs. at room temperature 0.122 ml of morpholine (0.0014 Mol) were added and the 
whole mixture was stirred for 16 hrs. at ambient temperature. Upon addition of water (5 

20 ml) a precipitation formed, which was filtered, washed with water and dried. This crude 
material was triturated with hot MeOH and after cooling to room temperature filtered. 
The filtrate was evaporated and the residue subjected to column chromatography (silicagel, 
CH 2 a 2 /MeOH + 1 % NH 4 OH). The title compound was obtained as a light yellow solid (7 
%); MS (ISP): m/e = 468 (M+tF). 

25 Example 259 

Morpholine-4-carboxviic acid f4-m emoxv-742-pvridm-2-vl-thia2ol-4-v1)-hpn2 Q thia2ol-2- 
vll-amide 

0.1 g of 4-methoxy-7-[2-pyridin-2-yl)-tmazol-4-yl]-benzolhiazol-2-yl-amine (0.00029 
Mol) were dissolved in THF (5 ml) and treated with 0.063 ml ethyldiisopropyiamine 
30 (0.00037 Mol), DMAP (1 mg) and 0.029 mg of triphosgene (0.0001 Mol). After heating to 
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reflux for 30 min., 0.0322 ml of morpholine (0.00037 Mol) and another 0.062 ml of 
ethyldiisopropyiamine were added and the whole mixture was stirred for 16 hrs. at reflux. 
After cooling to room temperature water ( 10 ml) was added and the reaction mixture was 
extracted with ethyl acetate (4x, 15 ml each). The combined organic phases were dried over 
5 Na 2 S04> filtered and evaporated. The residue was subjected to column chromatography 
(silicagel, ethyl acetate). The title compound was obtained as a light yellow solid (7 %); 
F.p.: 152-178° C (dec). 

Example 260 

Morpholine-4-carboxvUc acid [4-methoxv-7-( , 2-meth\d-thiazol-4-vl)-benzothiazol-2-vl1- 
10 amide 

0.07 g of 7-(2-Amino-tHazol-4-yl)-4-methoxy-ben20thiazol-2-yl-amine (0.00025 Mol) 
were suspended in dioxane (4 ml) and treated with 0.028 g of NaH (60 % dispersion in oil) 
(0.0006 Mol) for 1 h at room temperature. Then 0.11 ml of triethyiamine (0.00076 Mol) 
and 0.07 ml of morpholine-4-carbonyldiloride (0.0006 Mol) were added and the reaction 
15 mixture was stirred at room temperature for 3 hrs. Then water (15 ml) was added and the 
reaction mixture was extracted with ethyl acetate (4x, 20 ml each). The combined organic 
phases were dried over Na 2 S04, filtered and evaporated. The residue was subjected to 
column chromatography (silicagel, ethyl acetate). The title compound was obtained as a 
light yellow solid (61 %); F.p.: 223-226 °C (dec). 

20 The following examples were prepared according to the method above from morpholin-4- 
carbonyichloride and the corresponding 7- substituted 4-methoxy-benzothiazol-2- 
ylamines: 

Example 261 

MnrphnHne-4- carboxylic acid l4-methoxv-7-f2-(4-methvl-piperazin-l-viVthia2ol-4-vi1- 
25 benzothiazol-2-vU-amide 

Obtained as a beige solid (40 %); F.p.: 150-170 °C. 

Example 262 

Morpholine-4-carboxylic acid [4-methoxy-7-(2-piperidin-l-vl-thiazol-4 -vlVbenzothiazol- 
2-yl] -amide 

30 Obtained as a light yellow solid (25 %); F.p.: 227-234 °C. 
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Example 263 

Morphoiine-4-ca rboxviic add f 4-methQXV-7-tMophen-2-vl-benzothiazol-2-vlVamide 
Obtained as a light beige solid (37 %); F.p.: 175-182 °C (dec). 

Example 264 

5 Morpholine-4-carboxviic acid f4-methQxv-7-f5-methvl^ thioDhen.2-^VbenzothiazQl-2- 
vll -amide 

Obtained as a light beige solid (59 %); Rp.: 173-180 °C (dec). 

Example 265 

4-Hvdroxv-piperidine-l-carboxvli c acid f4-methoxv-7-(2-methvi>thiazol-4-vn- 
10 benzothiazoI-2-vil -amide 

To a suspension of 0.070 g of 4-methoxy-7-(2-methyl-thiazol-4-yl)-benzothiazol-2- 
ylamine (0.00025 Mol) in THF (4 ml) at room temperature were added 0.054 ml N-ethyi- 
diisopropylamine (0.00031 Mol) and 0.001 g DMAP. 0.025 g of triphosgen (0.000085 Mol) 
were added and the whole mixture was heated to 70 °C for 1 hr. Then another 0.054 ml N- 

15 ethyl-diisopropylamine (0.00031 Mol) and 0.031 g of 4-hydroxy-piperidin (0.00031 Mol) 
were added and the reaction mixture was stirred at 70 °C for 1.5 hrs. Upon cooling to room 
temperature a precipitation formed, which was filtered and washed with THF. The filtrate 
was evaporated and the residue was subjected to column chromatography (silicagel, 
CH 2 C1 2 /MeOH 9: 1 ). The title product was obtained as a white solid (11%); F.p.: 145-150 

20 °C. 

The following example was prepared according to the above described methodefrom 4- 
methoxy-7-(5-methyl-thiophene-2-yl)^ 

Example 266 

4-Hvdroxy-piperidine-l-carboxvlic acid f4-methoxv-7-(5-methyi-thiophen-2-viV 
25 benzothiazol-2-vll -amide 

Obtained as a yellow solid (10 %); F.p.: 197-204 °C (dec). 



The following example was prepared according to the methode described above from N-methyl- 
piperazine and 4-methoxy-7-(2-methyl-thiazol-4-yl)-ber2ZOthiazol-2-yte^ 
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4-Methyl-piperazine-l-carboxylic acid [4-methoxv-7-(2-methvl-thiazol-4-vlV 
benzothiazol-2-yll -amide 

Obtained as a white solid (8 %); F.p.: 179-181 °C. 

Example 268 

(2-f4-(4-Methoxy-7-morpholin-4-vI-benzothiazoI-2-vlcarb^ 
carbamic acid tert-butvl ester 

Using [2-(4-chlorocarbon^-phenyl)-ethyl]-methyl-carbamic acid tert-butyl ester the title 
compound was prepared using the general method of example 1 as white solid (16 %), MS: 
m/e= 527 (M+H + ). 

Example 269 

N-(4-Methoxy-7-morphoUn-4-vl-benzothiazol-2-vD-4-(LL2,2-tetrafluoro-ethoxvV 
benzamide 

Using 4-(l,l^,2-tetrafluoro-ethoxy)-benzoyl chloride the title compound was prepared 
using the general method of example 1 as light yellow solid (35%), MS: m/e= 486 (M+H + ). 

Example 270 

4-r(2-Methoxy-ethvl)-methyl-sri^ 
2-vD -benzamide 

Using (2-methoxy-ethyl)-methyi-sulfemic acid chloride the tide compound was prepared 
using the general method of example 1 as red solid (44%), MS: m/e= 521 (M+H + ). 

Example 271 

N-f4-Methoxv-7-morpholin-4-vl-benzothiazol-2-vlV4-trifluoromethvl-benzamide 
Using 4-(trifluoromethyi)-benzoyi chloride the title compound was prepared using the 
general method of example 1 as white solid (58 %), MS: m/e= 438 (M+H*). 

Example 272 
N-(4-Methoxv-7-morpholm-4-vl-benzot^ 
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Using 3-(trifluoro-methoxy)-benzoyl chloride the title compound was prepared using the 

general methnH of pvarrinlp i ot i;*Vk+ tr^ll ™><, p^ka /OAtu\ \ /_ _ »~ . /-» * . 

^ r „ A ^ ; wnu w«u V u-r 7VJ> 1VJLO; AU/C= (iYH-tl ), 



Example 273 
N-(4-Methoxy-7-mon?holin-4-vl-b^^ 

Using 4-(trifluoro-methoxy)-benzoyi chloride the title compound was prepared using the 
general method of example 1 as yellow solid (77 %), MS: m/e= 453 (M + ). 



Example 274 

4-Ethvl-N-(4-methoxv-7 -mo^ 

Using 4-ethyi-benzoyi chloride the title compound was prepared using the general method 
of example 1 as white solid (21 %), MS: m/e= 397 (M+H + ). 

Example 275 

4-Fluoro-N-(4-methoxv-7-morpho1^ 

Using 4-fluoro-benzoyl chloride the tide compound was prepared using the general 
method of example 1 as white solid (64 %), MS: m/e= 388 (M+H*). 



Example 276 

N-f4-Metfroxy-7-morpholin-4-vi-b^ 

Using 2-methyl-isonicotinyl chloride the title compound was prepared using the general 
method of example 1 as white solid (72 %), MS: m/e= 385 (M+H + ). 

Example 277 

N-(4-Methoxv-7-morpholin'4-vl-benzothiazol-2-vlVbenzamide 

Using benzoyl chloride the title compound was prepared using the general method of 

example 1 as white solid (85 %), MS: m/e= 370 (M+H + ). 



The following compounds are described according to the general procedure C in Example 126: 

Example 278 

4-CKoro-34fethyi-(2-methoxy-e^ 
benzothiazol-2-vD-benzamide 
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Using 4-chloro-3-chloromethyl-benzoyl chloride and ethyl-(2-methoxy-ethyl)-amine the 
title compound was prepared using the general procedure C as off-white solid (69 %), MS: 
m/e=519 (M+H + ). 

Example 279 

N-(4-Methoxv-7-moipholm-4-yl^ 

Using 3-chloromethyl-benzoyl chloride and methylamine the tide compound was 
prepared using the general procedure C as white solid (44 %), MS: m/e= 413 (M+H + ). 

Example 280 

4-CMoro-N-(4-methoxy-7-morpholm 
benzamide 

Using 4-cMoro-3-chloromethyl-benzoyl chloride and methylamine the title compound was 
prepared using the general procedure C as light yellow solid (69 %), MS: m/e= 447 
(M+H + ). 

Example 281 

4-CMoroO-m2-methoxy-ethvn^ 
yl-benzothiazol-2-Yl)-benzamide 

Using 4-chloro-3-chloromethyl-benzoyl chloride and ( 2 -methoxy- ethyl) -methyl- amine 
the title compound was prepared using the general procedure C as off-white solid (54 %), 
MS: m/e= 505 (M+H + ). 

Example 282 

4-CMoro-3-r(2-methoxy-ethri^ 
benzothiazol-2-yl)-benzamide 

Using 4-chloro-3-chloromethyl-benzoyl chloride and 2 - methoxy-ethylamine the title 
compound was prepared using the general procedure C as off-white solid (69 %), MS: 
m/e= 491 (M+lT). 

Example 283 

4-Chloro-N-(4-methoxv-7-morpholin-4-vl-benzothiazol-2-vl)-3-pyrrohdin- 1 -vlmethyl- 
benzamide 
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A 0 _ 5 cu ^ccuure v. as agnt yellow solid (72 %), MS: m/e= 487 

(M+H ). 

Example 284 
pholin-4-y1-hpn 7,othia2o1-?-Y lr 

chloride 

Using 4-ben2yi OX5 r-7-morpholin-4-yi -benzothi^ol-2-ylamine, 4-cbloromethyi-benzoyi 
c W°ndean dp ^^ 

10 white solid (80 %), MS: m/e= 538 (M*). 

Example 285 

i5 benzamide :r— 

Using ^chloromethyi-S-fluoro-benzoyl chloride and pyrrolidine the title compound was 
prepared using the general procedure C as yellow solid (25 %), MS: m/e= 471 (M+H + ). 



20 



Example 286 



Vl)-benzamide 

Using 3-chloromethyJ.benzoyi chloride and 2-xnethox 7 -ethyian 1 ine the title compound 
was prepared using the general procedure C as light yellow solid (68 %), MS: m/e= 457 
25 (M+H*). 

Example 287 

3-{ f (2-MethnYy^ tix^.methyl.aminQj ^g 
benzothia7oU7..Y?)- beii2amidp 
30 Using 3.chloromethyl-ben2oyl chloride and (^methoxy-ethylj-methyl-amine the title 
compound was prepared using the general procedure C as yellow solid (75 %), MS- m/e= 
471 (M+H*). 



35 



Example 288 



chloride 
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Using 4-chloromethyl-benzoyl chloride and pyridine the tide compound was prepared 
using the general procedure C as white solid (33 %), MS: m/e= 462 (M*). 

Example 289 

N-(4-Methoxy-7-morphohn-4^ 

Using 3-chloromethyl-benzoyi chloride and pyrrolidine the title compound was prepared 
using the general procedure C as light yellow solid (65%), MS: m/e= 454 (M+H + ). 

Example 290 

4- f (2-Ethoxy-ethviamino)-methvH^ 
benzamide 

Using 4-chloromethyl-benzoyl chloride and 2-ethoxy-ethyiamine the title compound was 
prepared using the general procedure C as white solid (18 %), MS: m/e= 471 (M+H*). 

Example 291 

[£1-N-(4-Methoxy-7-morpholin-4-yl-be 
methyl 1 ) -benzamide 

Using 4-chloromethyl-benzoyl chloride and [i?]-3-methoxy-pyrrolidine the title 
compound was prepared using the general procedure C as light yellow solid (18 %), MS: 
m/e= 483 (M+H + ). 

Example 292 

N-(4-Methoxv-7-morpholm-4^ 

Using 4-chloromethyl-benzoyl chloride and methylamine the title compound was 
prepared using the general procedure C as light yellow solid (63 %), MS: m/e= 413 
(M+H*). 

Example 293 

fSl-N-(4-Methoxy-7-morpholin-4-vl-bera^ 
vlmethvD-benzamide 

Using 4-chloromethyl-benzoyl chloride and [S] -3-methoxy-pyrrolidine the title 
compoimd was prepared using the general procedure C as light brown solid (13 %), MS: 
m/e= 483 (M+H*). 
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Example294 

Usmg 4-chJoromethyl-benzoyi chloride and azetidine the title compound was prepared 
5 using the general procedure C as light yellow solid (33 %), MS: m/e= 439 (M + H + ). 

Example 295 

Using ^(l-chloro-ethyDWoyl chloride and 2-methoxy-ethylaznine the title compound 
was prepared using the general procedure C as yellow solid (52 %), MS- m/e= 471 
(M+H+). ' 

15 Example 296 

benzothia^nU9 -yl),beP7amiHp 

Using 4-(l-chIoro.ethyl)-benzoyl chloride and (2- m emoxy-emyl)-memyl-amine the tide 
20 compound was prepared using the general procedure C as yellow solid (91 %), MS- m/e- 
485(M+H + ). ™,,Ma.m/e= 

Example 297 

N-(4-Me 
25 benzamiHp 

Using 4-(l-cWoro-emyl)-benzoyl chloride and pyrrolidine the tide compound was 
prepared using the general procedure C as yellow solid (68 %), MS: m/e= 467 (M+lT). 

30 Example 298 

4-(2-DimethYla m ino-,thy| S nlfa n^dmethviUN.a^^^ 7 _ ~~ Thr]]inML 
benzothiaynl^-vl^pnTaTmVU 

Using 4-chloromethyl-benzoyl chloride and 2-dimemylamino-ethanethiol the tide 
compound was prepared using the general procedure C as yellow solid (52 %) MS- m/e- 
35 487(M+rT). 
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Example 299 

( rac) N-f4-Methoxy-7-morpholin^ methvi-(4,4.4-trifluQro-^- 
hvcboxv-butvl)-amino1-methvlKbenzamide 

Using 4-chloromethyl-benzoyl chloride and (rac) -1,1, 1 - trifluoro-4-meth)dainino-butan-2- 
ol the title compound was prepared using the general procedure C as white solid (89 %), 
MS: m/e= 539 (M+H + ). 

Example 300 

4-lfEthvl-(2-methoxy-ethyl)-amm^ 
benzothiazol-2"VD-ben2amide 

Using 4-chloromethyi-benzoyl chloride and (2-methoxy-ethyl)-ethyi-amine the title 
compound was prepared using the general procedure C as light brown solid (62 %)> MS: 
m/e= 485 (M+H+). 

Example 301 

4-{f(2-Ethoxy-ethvlVethYl-amino1-m^^ 
benzothiazol-2-yl)-benzamide 

Using 4-chloromethyi-benzoyl chloride and (2-ethoxy-ethyl)-ethyi-amine the title 
compound was prepared using the general procedure C as light brown solid (66 %), MS: 
m/e=499 (M+H + ). 

Example 302 

3- Fluoro-4-{f(2-methoxv-ethvn-me 
Yl-benzothiazol-2-vl)-benzamide 

Using 3-fluoro-4-chloromethyl-benzoyl chloride and (2-methoxy-ethyl)-methyl-aniine the 
title compound was prepared using the general procedure C as light brown solid (52 %), 
MS: m/e= 489 (M+H + ). 

Example 303 

4- 1 f Bis-(2-ethoxy-ethviy amino! -methvlKN-(4-methoxv-7-morpholin-4-yl-benzothiazol- 
2-vl)-benzamide 

Using 4-chloromethyl-benzoyi chloride and bis-(2-ethoxy-ethyl)-amine the title 
compound was prepared using the general procedure C as light brown solid (49 %), MS: 
m/e= 543 (M+H + ). 
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Example 304 

4-ff(2-Ethoxy.ethy1)-metM-*^^ A 
benzothiazo1-2-vH-hen7*m,VJ,. 

5 Using 4-chIoromethyi-benzoyi cHoride and (2-ethoxy-ethyi)-methyi-amine the title 
compound was prepared using the general procedure C as white solid (78 %), MS- m/e= 
485(M+H + ). 

Example 305 

10 N-(4-MemoxY.7-morpholin-4^^ 

methvD-b enzamifip ^ 

Using 4-chloromethyl-benzoyl chloride and 4-methoxy-piperidine the dtle compound was 
prepared using the general procedure C as white solid (33 %), MS: m/e= 497 (M+lT). 

15 Example 306 

4-Diem Y laminomethYl-N-^^ 

Using 4-chloromethyi-benzoyl chloride and diethylamine the title compound was prepared 
using the general procedure C as light yellow solid (64 %), MS: m/e= 456 (M+fT) 

20 

Example 307 
4-K2-MeftoxY-eth Y la m i n o)- m em yl1-N-^^ 

vlVbeTi7armHf> 

25 Using 4-chloromethyl-benzoyl chloride and 2-methoxy-ethylamine the tide compound 
was prepared using the general procedure C as white solid (64 %), MS: m/e= 457 (M+lT). 

Example 308 

30 N.(4-Meftoxy-7-morphoKn^-y^^ 
benzamide 

Using 4-chloromethyl-benzoyl chloride and 2-methyl-lH-imidazole the tide compound 
was prepared using the general procedure C as white solid (87 %), MS: m/e= 464 (M+H+). 

35 Example 309 

N.(4-M e mox Y -7- m orpho1in-4-Yl-benzothia7ol-?-vl)-4-f4-methv1. r - r ^ rin . 1 .^. mpt ^^. 
ben?armrfp 
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Using 4-chloromethyl-benzoyl chloride and 1-methyl-piperazine the title compound was 
prepared using the general procedure C as white solid (78 %), MS: m/e= 482 (M+H + ). 

Example 310 
N-(4-Methoxy-7-morpholin-4-yl-benzoto 

Using 4-chloromethyl-benzoyl chloride and pyrrolidine the title compound was prepared 
using the general procedure C as white solid (81%), MS: m/e= 454 (M+H + ). 

Example 311 

N-(4-Methoxy~7-morpholin-4-vl-benzothiazol-2^ 

Using 4-chloromethyi-benzoyi chloride and morpholine the title compound was prepared 
using the general procedure C as white solid (83%), MS: m/e= 469 (M+H + ). 

Example 312 

N-(4-Benzyloxv-7>morpholin-4-vl-benzothiazol-2-vl)- 4-l \( 2-methoxy-ethYl)-methvl- 
amino! -methvl I -b enzamide 

Using N-(4-benzyloxy-7-moipholin-4-yl-benzothiazol-2-yl)-4-cUoromethyl-benzamide 
and (2-methoxy-ethyl)-methyl-amine the title compound was prepared using the general 
procedure C as white solid (69 %), MS: m/e= 547 (M+H + ). 

Example 313 

N-(4-Mefl^xy-7-moi^holm-4-vl-^^ 
amino! -methvil-benzamide; hydrochloride 
N- (4-Methoxy- 7-moiphoUn-4-yl-benzo thia^ 

(100 mg, 0.24 mmol), triethylamine (35 mg, 0.34 mmol), potassium iodide (0.4 mg, 0.02 
mmol) and 3,3,3-trifluoro-propylamine (48 mg, 0.27 mmol) were dissolved in ethanol (1 
ml) and dioxane (0.5 ml). The reaction vessel is sealed and heated to 90°C for 18 h. 
Workup and purification as described in the general procedure C afforded the title 
compound as light brown solid (28 %), MS: m/e= 509 (M+H + ). 

Example 314 



4-(2-Methoxy-ethoxvmethvlVN-(4-methoxy-7^ 
benzamide 
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4-CMoromethyI-N-(4-methoxy-7-morpholin^ (200 mg, 

0.48 mmol) and sodium hydride (42 mg 55 % dispersion in mineral oil, 0.96 mmol) were 
dissolved in 2-methoxy-ethanol (3.8 ml, 48 mmol) and stirred at ambient temperature for 
18 h. Workup and purification as described in the general procedure C afforded the title 
compound as white solid (70 %), MS: m/e= 458 (M+H + ). 



Example 315 
4-Methoxymethyl-N-(4-methoxy-7^ 

4-Chlorometh)d-N-(4-methoxy-7-morpholin-4-yi-benzothiazol-2- ?I)-benzamide (200 mg, 
0.48 mmol) were suspended in THF (5 ml) and sodium methoxide (0.27 ml 5.4 M in 
MeOH, 1.4 mmol) were added at 0 °CThe mixture was stirred at ambient temperature for 
18 h. Workup and purification as described in the general procedure C afforded the title 
compound as light yellow solid (41 %), MS: m/e= 414 (M+H+). 



Example 316 

N- [4-Methoxy-7-( 1 -oxo- R 4 -thiomorpholin-4-vl)>benzothia2ol-2-vn -benzamide 
To a solution of N-(4-methoxy-7-thiomoipholin-4-)i-ben2othiazol-2-yl)-benzamide (80 
mg, 0.21 mmol) in [l,4]dioxane (3 ml) was added sodium periodate (89 mg, 0.42 mmol) 
and the mixture stirred for 20 h at ambient temperature. To this mixture water ( 10 ml) and 
dichloromethane (10 ml) were added, the phases were separated and the aqueous layer 
extracted twice with dichloromethane. The combined organic extracts were dryed with 
Na 2 S0 4 and the solvent evaporated. Recrystallization from hot THF afforded the title 
compound as white solid (21 %), MS: m/e= 402 (M+H + ). 



Example 317 

N-(4-MethoxV'7"thiomorpholin-4-vl-ben2othiazol-2-vn-ben7arnidg 
Following the general method of example 403 the title compound was synthesized from 3- 
(2-methoxy-5-thiomorpholin-4-yl-phenyl)-thiourea (synthesized from 4-bromo-l- 
methoxy-2-nitro-benzene and thiomorpholine as described for l-benzoyl-3-(2-methoxy- 
5-morpholin-4-yl-phenyl)-thiourea) as a white solid (15 %), MS: m/e= 386 (M+H*). 



Example 318 



5-Methvl-tiiiophene-2-carboxvlic acid (4-methoxv-7-piperazin-l-vl-benzothiazol-2-vl) 
amide 
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To a solution of 4-{4-methoxy-2-[(5-methyi-thiophene-2-carb^ 

7-yl}-piperazine-l-carboxylic acid benzyl ester (300 mg, 0.57 mmol) in dichloromethane 
(5 ml) were added boron trifluoride diethyl etherate (0.72 ml, 5.7 mmol) and ethane thiol 
(1.2 ml, 17 mmol) and the mixture stirred for 36 h. The volatile components are 
5 evaporated and the residue codistilled twice with toluene. The residue was dissolved in 
dichloromethane (25 ml), extracted with IN aqueous sodium carbonate and the organic 
phase dryed with Na 2 S0 4 . Removal of the solvent and flash chromatography (silica, eluent 
CH 2 Cl 2 /MeOH/aqu. NH4OH 100:10:1) afforded the title compound as light yellow solid 
(58 %), MS: m/e= 389 (M+H + ). 

10 

Example 319 

5-Methyl-thiophene-2-carboxvlic acid f 7- f 4-acetvl-piperazin- 1 - vl) -4-methoxv- 
benzothiazol-2-vll -amide 
15 5-Methyl-thiophene-2-carboxylic acid (4-methoxy-7-piperazin-l-yi-benzothiazol-2-yl)- 
amide (100 mg, 0.26 mmol) were suspended in DMF (2 ml) and treated with acetyl 
chloride (22 pi, 0.30 mmol) and pyridine (27 jil, 0.34 mmol) and the mixture stirred for 5 
h at ambient temperature. Workup and purification as described in the general procedure 
C afforded the product as a white solid (55 %), MS: m/e= 431(M+H + ). 

20 

Example 320 

4-f4-Methoxy-2-ff5-methvl-thiophene-2-car^^ 
piperazine-l-carboxvlic acid methyl ester 
25 Using methyl chloroformate the tilte compound was synthesized as described for example 
319 and obtained as white solid (26 %), MS: m/e= 447(M+H + ). 

Example 321 

30 5-Methvl-thiophene-2-carboxvIic acid f4-methoxy-7-(4-methvl-piperazin-l-yr)- 
benzothiazol-2-vil -amide 

To a solution of 5-methyl-thiophene-2-carboxylic acid ( 4-methoxy- 7-piperazin- 1 -yl- 
benzothiazol-2-yl)-amide (100 mg, 0.26 mmol) in methanol (8 ml) were added formic acid 
(100 pi, 2.6 mmol) and formaldehyde (23 pi, 0.31 mmol) and the mixture refluxed for 18 
35 h. Workup and purification as described for 5-methyl-thiophene-2-carboxylic acid (4- 
methoxy-7-piperazin-l-yl-benzothiazol-2-yl)-amide afforded the product as light yellow 
powder (34 %), MS: m/e= 403(M+H + ). 
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Example 322 

5-Methyi-thioplieiie-2-carpox vlic acid i7-( / 2,3-d^vdro-lH-indoi-6-\d)-4-methnYy- 
ben2Qthiazol-2-vn -amide 

The title compound was prepared from 5-methyl-thiophene-2-carboxyiic acid (7-iodo-4- 
methoxy-benzothiazol-2-yl) -amide (100 mg, 0.23 mmol) and 6-iodo-2,3-dihydro-lH- 
indole using the general procedure B in Example 54 as light brown crystals (26 %), MS: 
m/e=422(M+H + ). 

Intermediate 

4- f4-Benzvloxy-3-nitro-phenvlVmorpholine 

The title compound was prepared using morpholine and l-benzyioxy-4-bromo-2-nitro- 
benzene (prepared from 4-bromo-2-nitro-anisol and benzyl bromide) using the general 
method of example ,, 4-(4-methoxy-3-nitro-phenyl)-.morpholine M as yellow solid (58 %), 
MS:m/e=315(M+H+). 

Intermediate 

2-Amino-4-morpholin- 4-vl-phenol 

Catalytic hydrogenation of 4-(4-benzyloxy-3-nitro-phenyl)-morpholine (5 g, 16 mmol) in 
dichloromethane (500 ml) and ethanol (500 ml) using palladium on carbon (500 mg, 10%) 
afforded the title compound as a grey solid (96 %), MS: m/e= 194(M + ). 

Example 323 

N-(4-Hvdr oxy-7-moipholin-4-vi-beiizothia2ol-2 -vlVhen7^mi^P 
The title compound was prepared using 2-anuno-4-morpholin-4-yl-phenol as described 
for N-(4-methoxy-7-morpholin-4-yi-benzothia2ol-2-yl)-benzamide and obtained as a light 
brown solid in 14 % overall yield, MS: m/e= 356(M+H + ). 

Example 324 

5- Methvl-thiophene-2-carboxyiic acid [7-(3-diTTigthYlamino-pyiTnlidin-Uy1)^^methoxy- 
benzothiazol-2- yll -amide 

Using 5-methyl-thiophene-2-carbonyl chloride and 7-(3-dimethyiamino-pyrrolidin-l-yl)- 
4-methoxy-benzothiazol-2-yl-amine the title compound was prepared using the general 
method of example 1 as yellow solid (90 %), MS: m/e= 417 (M+H*)- 
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Intermediate 

7- ( 3 -Dimethvlamino-pvrrolidin- 1 - vl) -4-methoxv-benzothiazol-2-vl-aiTiine 

Following the general method of example 403 the tide compound was synthesized from [5- 

(3-dimetiaylamino-pyrrolidin-l-yl)--2-methoxy-phenyl] -thiourea (synthesized from 4- 

bromo-l-methoxy-2-nitro-benzene and dimethyi-pyrrolidin-3-yl-amine as described for 

(2-methoxy-5-morpholin-4-yl-phenyl)-thiourea) as a white solid (25 %), MS: m/e= 293 

(M+H + ). 

Example 325 

Tetrahvdro-pvran-4-carboxvlic acid (4-methoxy-7-morpholin-4-Y l-ben7.othia7 ol^2-vlV 
amide 

To a solution of 2-amino-4-methoxy-7-morpholin-4-yl-benzothiazol (100 mg> 0.4 mmol) 
in tetrahydrofurane (2 ml) were subsequently added N-ethyl-diisopropyiamine (194 Q, 1.1 
mmol) and tetrahydropyran-4-carbonyl chloride (77 mg, 0.52 mmol, dissolved in O-Sml 
tetrahydrofurane) and the mixture refluxed for 3 h. The mixture was then cooled to 0°C» 
methanol (0.4 ml) was added and the mixture slowly warmed to 20 °C. Then the mixture 
was evaporated to dryness, dichloromethane was added (3 ml) and extracted with saturated 
aqueous sodium carbonate. After back extraction of the aqueous phase with two portions 
of dichloromethane (3 ml), the combined organic phases were dryed with Na 2 S0 4 and the 
solvent evaporated. The crude product was was then chromatographed over SiOi, eluting 
with CH 2 Cl 2 /MeOH 98:2, the product fractions were pooled and the solvent evaporated, to 
afford the title compound as a beige powder (142 mg, 76 % yield), MS: m/e= 378(M+H + ). 

Following the general method of example 325 the following examples were prepared 

Example 326 

4-(4-Methoxv-7-morpholin-4-vl-benzothiaTO^ 
acid tert-butvi ester 

Using 2-amino-4-methoxy-7-morphoKn-4-yi-benzothiazol and 4-chlorocarbonyi- 
piperidine-l-carboxylic acid tert-butyi ester the title compound was obtained as a white 
solid (3 %), MS: m/e= 477(M+tT). 

Example 327 

l-Acetyl-piperidine-4-carboxylic acid (4-methoxy-7-morphQlin-4-yl-benzQthiazol-2-yl)- 
amide 
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Using 2-amino-4-methoxy-7-morpholin-4-yl-benzothia2ol and l-acetyi-piperidine-4- 
carbonyi chloride the tide compound was obtained as a white solid (22 %), MS- m/e= 
419(M+H + ). ' 

Example 328 

Piperidine-4-carboxyuc acid (4-methox^7-moroholin-4-vi-lw. q 20thia7nl-g-Y i)- a mM> 

4-(4-Methox)r-7-morpholk-4-yl-benzothiazol-2-yi<^amoyi)-piperid^ 

acid tert-butyl ester (95 mg, 0.2 mmol) were dissolved in trifluoroacetic acid (0.8 ml). After 

1 h at room temperature, the mixture was evaporated to dryness. Purification as described 

for tetrahydro-pyran-4-carboxvUc acid (4-memoxy-7-morpholin-4-yl-benzothiazol-2-yl)- 

amide afforded the tide compound as a white solid (77 %), MS: m/e= 377(M+H + ). 

General procedure E (ureas) : The appropriate substituated 2-ainmo-benzothiazol (1 part, 
typically 500 mg) is dissolved in CH 2 C1 2 ( 100 parts) and treated with pyridine (3 parts) and 
phenyl chloroformate (1.25 parts). After stirring for 30 min at room temperature the 
mixture is refluxed for 2 h when the appropriate amine (5 equivalents) is added. After 
refluxing for 18 h, the mixture is evaporated to dryness, dissolved in CH 2 d 2 and extracted 
with aqueous sodium carbonate, after back extraction of the aqueous phase with CH 2 C1 2 
the combined organic layers were dried with Na 2 S0 4 , and evaporated to dryness. The 
product is isolated by flash chromatography (silica, eluent dichloromethane containing 2.5 
% methanol). 

Following the general tnethodEthe compounds of examples 329 to 367 and Example 370 
were prepared 

Example 329 

4-f(4-Huoro-phenvlamino)-methv1|-pi peridine-l-carboxylic acid ^-methnrv-?- 
morpholin-4-v1-hpn7 Qthiazol-2-vl)-amide 

Using 4-memoxy-7-morpholm-4-yi-bemothiazol-2-ylamine and 4-[(4-fluoro- 
phenyknimo)-methyl]-piperidine the tide compound was obtained as off-white solid (25 
%). MS: m/e= 522 (M+H*). 

Example 330 



4-Hvdroxymethvl-4-phei»d. p ip g ridin«»- t -carboxvuc acid (4-methoxy-7-mnrptm1m-A-Yi. 
benzothiazol-2-vll-aTTiide 
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Using 4-methoxy-7-morpholin-4-yl-benzothiazol-2--ylamine and 4-hydroxymethyI-4- 
phenyi-piperidine the title compound was obtained as light yellow solid (50 %). MS: m/e= 
483 (M+H + ). 

5 Example 331 

fl-(4-Methoxy-7-moiphoKn-4-vl-ben 
carbamic acid methyl ester 

Using 4-methoxy-7-morpholin-4-yl-ben2othiazol-2-yl-amine and piperidin-4-ylmethyl- 
10 carbamic acid methyl ester the title compound was obtained as white solid (81 %). MS: 
m/e= 464 (M+H+). 



Example 332 

15 4-Ethvi-piperidine-l-carboxylic acid (4-methoxv-7-rnorpholin-4-vI'ben20thia2ol-2-vlV 
amide 

Using 4-methoxy-7-morpholin-4-yi-ben20thiazol-2-ylamine and 4-ethyl-piperidine the 
title compound was obtained as white solid (26 %). MS: m/e= 406 (M+H + ). 

Example 333 

20 

4-(2-Oxo-pvn:olidin-l'VlmethvlVpiperidine-l-carboxvdic acid (4-methoxy-7-morpholin- 
4-yj-benzothiazol-2-ylVamide 

Using 4-methoxy-7-moipholin-4-yl-benzothiazol«-2-yl-amine and 4-(2-oxo-pyrrolidin-l- 
ylmethyl)-piperidine the title compound was obtained as white solid (29 %). MS: m/e= 

25 474 (M+H + ); 

Example 334 

4-(2-Methoxy-ethvlVpiperazine-l-carboxvlic acid f4-methoxy-7-morpholin-4-vl- 
benzothiazol-2-vl>-amide 
30 Using 4-methoxy-7-morpholin-4-yl"benzothiazol-2-yl-amine and 4- (2-methoxy-ethyl) - 
piperazine-the title compound was obtained as off-white solid (79 %). MS: m/e= 437 
(M+H + ). 



Example 335 

35 



4-Cyanomethvl-piperidine-l-carboxylic acid (4-methoxy-7-morpholin-4-vi-benzothiazol- 
2-vD -amide 
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Using 4-methox7-7-morphoIin-4-yl-benzothiazol-2-yl-amine and 4-cyanomethyl- 
piperidine the title compound was obtained as white solid (46 %). MS: m/e= 416 fM+lTh 



Example 336 

[ H4-Methoxy-7-morpholin-4-vl-ben zofa^ 
carbami c acid tert-butvl ester 

Using 4-methoxy^7-morpholin^-yi-benzothiazol-2-yl-ainine and piperidin-4-ylmethyl- 
carbamic acid tert-butyi ester the title compound was obtained as white solid (11 %). MS: 
m/e=506(M+H + ). 

Example 337 

4-f2-(4-CHoro-phenylVtetr^ aci d (4-methnTy- 

7-morpholin-4-vl-benzothiazol>2-vl)-amide 

Using 4-methoxy-7-morpholin-4-yl-benzothiazol-2-yl^ainine and 4-[2-(4-cMoro-phenyl)- 
tetrahydro-furan-2-yl] -piperidine the title compound was obtained as white solid (43 %). 
MS: m/e=: 557 (M+H + ). 

Example 338 

4-(2-Hvdroxv-ethvl)-piDeridine-l->c arboxylic acid ( 4-methoxv- 7-morpholin -4-y\ - 
benzothiazol-2-vi) -amide 

Using 4-methoxy-7-morpholin-4-yl-benzothiazol-2-^-amine and 4-(2-hydroxy-ethyl)- 
piperidine the title compound was obtained as white solid (64 %). MS: m/e= 421 (M+H*). 

Example 339 

l-(2-Methoxy-ethyl)-3-f4-methoxv-7-m o rphoIin-4-vl-b enzothia7.nU2 -vi) - 1 -methvl-iirea 
losing 4-methoxy-7-morpholin-4-yi-benzothia^ol-2-yl-amine and (2-methoxy-ethyi)- 
methyl-amine the title compound was obtained as white solid (65 %). MS: m/e= 381 
(M+H+). 

Example 340 

4-MethoxvaceM-piper azine-l-carboxviic acid ( 4-methoxv-7-morpholin^y^- 
benzothiazol-2-vll -amide 

Using 4-methoxy-7-morpholin-4-yl-benzothiazol-2-yl-ainine and 4-methoxyacetyl- 
piperazine the title compoimd was obtained as beige solid (84 %). MS: m/e= 450 (M+H*). 
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Example 341 

4-Methyl-piperi&ne-l-carboxvUcacid (4-methoxv-7-morpholiTi -4-vl-ben2othia2QU2^)^ 
amide 

Using 4-met±Loxy-7-morpholb-4-yl-benzothiazol-2-yi-amine and 4-methyl-piperidine the 
title compound was obtained as white solid (47 %). MS: m/e= 391 (M+H + ). 

Example 342 

4-Oxo-piperidine- 1 -carboxvlic add (4-methoxy"7-morpholin-4-vl-ben2othiazol-2-vlV 
amide 

Using 4-methoxy-7-morpholin-4-yl-benzothiazol-2-yl-amine and piperidin-4-one the title 
compound was obtained as white solid (38 %). MS: m/e= 391 (M+H + ). 

Example 343 

4-Cyclopropvl-4-hvdroxy-piperidine-l-»carboxvlic acid (4-methoxv- 7-morpholin-4-vl- 
benzothiazol-2-vl)-amide 

Using 4-methoxy-7-moipholin-4-yl-benzothiazol-2-yl-amine and 4-cyclopropyl-4- 
hydroxy-piperidine the title compound was obtained as white solid (27 %). MS: m/e= 434 
(M+H + ). 

Example 344 

hl-Dioxo-lX < 6 -thiomorpholine-4-carboxvUc acid (4-methoxv-7-morpholin-4-vi- 
benzothiazol-2-vD-amide 

Using 4-metioxy-7-moipholin-4-yl-benzothiazol-2-yl-amine and thiomorpholine 1,1- 
dioxide the title compound was obtained as white solid (50 %). MS: m/e= 427 (M+H + ). 

Example 345 

4-Hydroxvmethvl-piperidine-l-carboxvlic acid (4-methoxy-7-moroholin-4-vl- 
benzothiazoI-2-vD-amide 

Using 4-methoxy-7-morpholin-4-)d-benzothiazol-2-yiamine and 4-hydroxymethyl- 
piperidine the title compound was obtained as white solid (31 %). MS: m/e= 407 (M+H*). 



Example 346 
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OctahYdro-quinoline-l-carhoxyUc acid (^methoxv-7-morp hoH n . 4 ^-h e n 7 ntHi a ^l.o_^ ) 
amide 

Using 4-methoxjr-7-morph^ and octahydro-quinoline the 

title compound was obtained as white solid (79 %). MS: m/e= 432 (M+H + ). 

Example 347 

23^Benzo-l T 4-dioxa-8-aza-spiror4,5ldecane-8-carbo x yhc acid r4-methoxr-7-mnrp hn1in- 
4-yl-benzothiazol-2-vlW m idg 

Using 4-methoxy-7-morpholin-4-yl-ben2othiazol-2-yl-amine and 2,3-benzo-l,4-dioxa-8- 
aza-spiro[4,5]decane the title compound was obtained as white solid (63 %). MS: m/e= 
483 (M+H+). 

Example 348 

4-(4-Methoxy-7-mon?ho:in^vl-benzotfo^ 
acid methyl ester 

Using 4-methoxy-7-morpholin-4-yl-benzothiazol-2-yi-amine and piperazine- 1 -carboxylic 
acid methyl ester the tide compound was obtained as white solid (90%). MS: m/e= 436 
(M+H+). 

Example 349 

Octahvdro-isoquinoline-2-carboxvlic acid r4-methoxv-7~morpholin->4-vl-ben 2 othia2ol>2- 
vl)-amide 

Using 4-methoxy-7-morpholin-4-yl-benzothiazol-2-yl-amine and octahydro-isoquinoline 
the title compound was obtained as white solid (53%). MS: m/e= 432 (M+H*). 

Example 350 

3-Methyl>piperidine-l-carboxviic ac id (4-methoxv-7-morpholin-4-vl-ben2othiazol-2^V 
amide 

Using 4-methoxy-7-morpholin-4-yi-benzotiiiazol-2-yl-amine and 3-methyl-piperidine the 
title compound was obtained as white soUd (50 %). MS: m/e= 391 (M+H + ), 



Example 351 



3-Hvdroxvmethvi-pipe ridine>l-carboxvlic acid ( 4-methoxv-7-mon>holin-4-vl- 
benzothiazol-2-viVamidp 
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Using 4-methoxy-7-morpholin-4-yl-benzothiazol-2-ylamine and 3-hydroxymethyi- 
piperidine the title compound was obtained as white solid (69 %). MS: m/e= 436 (M+H + ). 

Example 352 

5 

3,4-Benzo-l-oxa-8-a2a-spiror4.5ldecane-8-carbo3cWicacid (4-methoxv-7-morpholin-4-vl- 
benzotiiiazol-2-vl-arnide 

Using 4-methoxy-7-morpholin-4-yi-benzothiazol-2-yI-amine and 3,4-benzo- 1 -oxa-8-aza- 
spiro[4.5]decane the title compound was obtained as light yellow solid (67 %). MS: m/e= 
10 481 (M+H+). 

Example 353 

4-(4-Methoxv-7-morphohn-4-yl-benzothiazol-2-yU^ 
acid tert-butvl ester 

15 Using 4-methoxy-7-morpholin-4-yl-benzothiazol-2-yi-amine and piperazine- 1 -carboxylic 
acid fert-butyl ester the title compound was obtained as light yellow solid (66 %). MS: 
m/e=478 (M+H + ). 

Example 354 

20 4-Hvdroxv-4-phenvl-piperidine-l-carboxvlic acid (4-methoxy-7-morpholin-4-vi- 
benzothiazol-2-vD-amide 

Using 4-metiioxy-7-morpholin-4-yI-benzothiazol-2-yl-amine and 4-hydroxy-4-phenyl- 
piperidine the title compound was obtained as light yellow solid (36 %). MS: m/e= 469 
(M+H + ). 

25 Example 355 

4- Methyl -pip erazine- 1 -carboxvlic acid (4-methoxv-7-morpholin-4~vl-benzothiazol-2-vlV 
amide 

Using 4-methoxy-7-morpholin-4-yl-bemothiazol-2-yl-amine and 4-methyi-piperazine the 
30 title compound was obtained as beige solid (20 %). MS: m/e= 392 (M+H*). 

Example 356 

4-Trifluoromethvl-piperidine-l -carboxylic acid (4-methoxy-7-morpholin-4-vl- 
35 benzothiazol-2-vl)-amide 

Using 4-methoxy-7«morpholin-4-yl-benzothiazol-2-yl-amine and 4-trifluoromethyl- 
piperidine the title compound was obtained as white solid (16 %). MS: m/e= 445 (M+H*). 
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Example 357 

f 1.4' 1BipiDendinvl»1 '-rarKnyvlir ari/4 ( A~rria*\ir>'sr\r-7-™~~~l*~\:— a .J i • . _ i ~ ,x 

■ ■ 1 *• * — *~ ~ — 1 , , , ^^^ "^"" -^c-yi-ucuzuLniazoi-z-yiy" 

amide 

> Using 4-methoxy-7-moii>holin-4-yl^ and [ l>4']bipiperidinyl the 

title compound was obtained as white solid (35 %). MS: m/e= 461 (M+H + ). 

Example 358 

3-(4-Methoxy-7-mon>hoIin-4-vI^ ^ 

Using 4-methoxy-7-morpholin-4-yi-benzothiazol-2-)d-amine and 4-methoxy-phenyi)- 
methyi-amine the title compound was obtained as light yellow solid (40 %). MS: m/e= 430 
(M+H*). 

Example 359 

l^-Dioxa-S-aza-spirof^Sldecane-g -carboxvlic acid f4-methoxv-7-morp hnlin^y1- 
benzothiazol -2-vn-amide 

Using 4-methoxy-7-morpholin-4-yi-benzothiazol-2-yl-amine and l,4-dioxa-8-aza- 
spiro[4,5]decane the title compound was obtained as beige solid (28 %). MS: m/e= 435 
(M+HT). 

Example 360 

3,4-Dihvdro-lH-iso quinoline-2-carboxvlic acid (4-methoxv-7-morpholin-4-vl- 
benzothiazol-2-vlVamide 

Using 4-methoxy-7-morphohn^-yl-benzothiazol-2-yl-amine and 1,2,3,4-tetrahydro- 
isoquinoline the title compound was obtained as orange solid (63 %). MS: m/e= 425 
(M+H + ). 

Example 361 

3'(4-Methoxv-7-m orpholin-4~vI-benzothiazol-2-vl^l-methvl-l-phenvl-urea 

Using 4-methoxy-7-morpholin-4-yl-benzotWazol-2-yl-amine and methyl-phenyl-ainine 

the title compound was obtained as white solid (19 %). MS: m/e= 399 (M+H*). 



Example 362 



4-Hydroxy-piperidine- 1 -carboxvlic acid f4-methoxv-7-morpholin-4-yl-benzothiazol-2- 
yl)-amide 
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Using 4-methoxy-7-moTpholin-4-yl-benzothiazol-2-yl-amine and piperidin-4-ol the title 
compound was obtained as yellow solid (50 %). MS: m/e= 393 (M+H*). 

Example 363 

4-Methoxy-piperidine-l-carboxvlic acid r4-methoxv-7-morp h olin-4-\d-benzothia2ol-2- 
yl)-amide 

Using 4-methoxy-7-morpholin-4-yl-benzothiazol-2-)d-amine and 4-methoxy-piperidine 
the title compound was obtained as yellow solid (33 %). MS: m/e= 407 (M+H + ). 

Example 364 

1- Oxo-lD 4 -thiomon>holine-4-carbo xvlic acid f4-methoxv-7-morDholin-4-vl-benzQthiazol- 

2- vl) -amide 

Using 4-methoxy-7-morpholin-4-yl-benzothiazol-2-yl -amine and thiomorpholine 1- oxide 
the title compound was obtained as white solid (87 %). MS: m/e= 411 (M+H*). 

Example 365 

Methanesulfonic acid l-(4-methoxv-7-morpholin-4-yl-benzothiazol-2-vlcarbamovlV 
piperidin-4-vl-methyl ester 

4-Hydroxymethyl-piperidine-l-carboxyiic acid (4-methoxy-7-morpholin-4-yl- 
benzothiazol-2-yl)-amide (300 mg, 0.43 mmol) and N-ethyldiisopropylamine (95 pi, 0.56 
mmol) were dissolved in CH 2 C1 2 (10 ml), methanesulfonyl chloride (36 pi, 0.47 mmol) was 
added and the mixture stirred at ambient temperature for 3 days. Purification as described 
in the general procedure E afforded the product as a white solid (34 %) MS: m/e= 466 
(M+H + ). 

Example 366 

Piperazine-l-carboxvli c acid (4-methoxy-7-morpholin-4-^-benzothiazol-2-vl)--amide 
Following the general method for piperidine-4-carboxylic acid (4-methoxy-7-morpholin- 
4-yl-benzothiazol-2-yl)-amide the title compound was prepared from 4-(4-methoxy-7- 
morpholin-4-yl-benzothiazol-2-yl- carbamoyl) -pip erazine-l-carboxylic acid text-butyl 
ester as a light yellow solid (99 %).MS: m/e= 378 (M+H+). 

Example 367 

4-Aminomethvi-piperidine-l-carboxvlic acid f4-me thoxv-7-morphoIin-4-^benzothiazol- 
2-vn-amide 
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Following the general method for piperidine-4-carboxyiic acid (4-methoxy-7-morpholin- 
4-yi-benzothiazoi-2-yi)-amide the title compound was prepared from [l-(4-methoxy-7- 
morpholin-4-yl-benzothiazol-2-yl-^ acid tert- 

butyl ester as a white solid (50 %).MS: m/e= (M+H+). 

Example 368 

(4-Meflioxv-7-morpholin-4-vl-benzothiazoI-2-vl)-carbainic acid 2-methoxv-ethvl ester 
4-Methoxy-7-moi^holin-4-yl-ben2othiazol-2-yl-amine (300 mg, 1.1 mmol) and N- 
ethyidiisopropyiamine (0.56 ml, 3.4 mmol) were dissolved in tetrahydrofurane (11 ml) and 
2-methoxyethyl chloroformate (0.19 ml, 1.4 mmol) were added over 5 min. Then the 
mixture was heated to 70 °C for 3 h. The mixture was cooled to room temperature, water 
added and extracted twice with ethyl acetate. TRhe combined organic phases were dryed 
with Na 2 S0 4 and evapprated to dryness. The title compound was obtained as off-white 
solid (52 %). MS: m/e= 368 (M+H + ). 

Example 369 

f4-(4-Methoxv-7-moipholin-4-vl-ben zothi^^ 
acid methyl ester 

N-(4-Methoxy-7-morphotin-4-yl-bem 

(100 mg, 0.24 mmol), pyridine (29 pd» 0.36 mmol) and methyl chloroformate (24 fil, 0.32 
mmol) were dissolved in dichloromethanel (5 ml) and stirred at ambient temperature for 
18 h. Workup and purification as described in the general procedure C afforded the title 
compound as light yellow solid (66 %), MS: m/e= 471 (M+H + ). 

Example 370 

1- Oxo-lA, 4 -thiomorpholine-4-carboxvlic acid (4-methoxy-7-piperidin-l-vi-benzothiazol- 

2 - vl) -amide hydrochloride 

Using 4-methoxy-7-piperidin-l-yl-benzotbiazol-2-ylamine and thiomorpholine 1 -oxide 
the title compound was obtained as white solid in accordance with general procedure E (80 
%). MS: m/e= 409 (M+H*). 

Example 371 

N-f4-EAoxv-7-piperidin-l-vl-benzothiazol-2-vl)-4-fluoro-benzamide 

The title compound was prepared strarting from 4-bromo-l-ethoxy-2-nitro-benzene and 
piperidine as described for 4-fluoro-N-(4-methoxy-7-morpholin-4-yl-benzothiazol-2-yl)- 
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benzamide (Example 275) and obtained as a yellow solid in 10 % overall yield, MS: m/e= 
400 (M+H + ). 

Example 372 

5 4-Huoro-N-f4-isopropoxv-7-piperidin-l-\d-benzothia2ol-2-vD-benzamide 

The title compound was prepared strarting from 4-bromo-l-isopropoxy-2-nitro-benzene 
and piperidine as described for 4-fluoro-N-(4-methoxy-7-morpholin-4-yl-benzothiazol-2- 
yl)-benzamide (Example 275) and obtained as a light brown solid in 10 % overall yield, 
MS:m/e=414(M+H + ). 
10 Example 373 

4-Fluoro-N-(4-methoxv-7-pvrrolidin- 1 -vl-benzothiazol-2-vl Vbenzamide 

The title compound was prepared strarting from 4-bromo-l-methoxy-2-nitro-benzene 
and pyrrolidine as described for 4-fluoro-N-(4-methoxy-7-morpholin-4-yi-benzothiazol- 
15 2-yl)-benzamide (Example 275) and obtained as a light brown solid in about 10 % overall 
yield, MS: m/e= 372 (M+H+). 

Example 374 

4-Fluoro-N-(4-mefroxy-7-rL4lo 

20 The title compound was prepared strarting from 4-bromo-l-methoxy-2-nitro-benzene 
and [ 1 .4] Oxazepane as described for 4-fluoro-N-(4-methoxy-7-morpholin-4-yi- 
b enzothiazol-2-yl) -benzamide (Example 275) and obtained as a light yellow solid in about 
10 % overall yield, MS: m/e= 402 (M+H+). 

25 Example 375 

Morpholine-4-carboxylic acid r4-methoxv-7-(4-methoxv-piperidin-l-\d)-benzothiazol-2- 
vll -amide 

The title compound was prepared strarting from 4-bromo- 1 -methoxy-2-nitro-benzene 
30 and 4-methoxy-piperidine as described for morpholine-4-carboxylic acid (4-methoxy-7- 
morpholin-4-yl-benzothiazol-2-yl)-amide (Example 136) and obtained as a light yellow 
solid in about 10 % overall yield, MS: m/e= 407 (M+H+). 

Example 376 

35 N-f7-Azepan-l-vl-4-methoxv-benzothiazol-2-ylV4-nitro-benzamide 

The title compound was prepared using 4~bromo-l-methoxy-2-nitro-benzene, azepane 
and 4-nitro-benzoyl chloride as described for 4-fluoro-N-(4-methoxy-7-morpholin-4-yl- 
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benzothiazol-2-y!)-benzamide (Example 275) and obtained as a light yellow solid in about 
10 % overall yield, MS: m/e= 427 (M+H*). 

Example 377 

5 

Morpholine-4-carboxvlic acid (4-methoxv-7-thiophen-3-vl-benzothiazQl-2-y1)-aTnide 

The title compound was prepared strarting from 4^bromo-l-methoxy-2-nitro-benzene 
and trimethyi-thiophen-3-yl-stannane as described for morpholine-4-carboxyiic acid (4- 
methoxy-7-phenyl-benzothiazol-2-yl)-amide (Example 157) and obtained as a light yellow 
10 solid in about 10 % overall yield, MS: m/e= 376 (M+H+). 

Example 378 

4-Huoro-N-r4-methoxv-7-(2-methri 

15 N-(7-Acetylamino-4-methoxy-benzothiazol-2-yl)-4-fluoro-ben2amide (100 mg, 0,28 
mmol) and Lawessons reagent (135 mg, 0.33 mmol) were dissolved in THF (10 ml) and 
stirred at ambient temperature for 18 h. Removal of the solvent and flash chromatoigraphy 
(silica, eluent CH 2 C1 2 /2N aqu. NH 3 in MeOH 99:1 to 19:1) afforded a yellow solid which 
was dissolved in acetone (10 ml) and treated with iodomethane (19.8 mg, 1.4 mmol). After 

20 3 h at ambient temperature the solvent was removed and after dissolution in ethanol ( 10 
ml), aminoacetaldehyde dimethyl acetal (15 mg, 1.4 mmol) were added and the mixture 
stirred for 18 h at room temperature. The solvent was removed and the residue refluxed for 
24 h in ethanol (10 ml) and cone, sulfuric acid (1 ml). The mixture was diluted with water 
(50 ml) and the pH adjusted to 8 with sodium carbonate. It was extracted three times with 

25 dichloromethane. The combined organic extracts were dryed with sodium sulfate and the 
solvebt removed Flash chromatography (silica, eluent CH2CI2/2N aqu. NH3 in MeOH 96:4 
to 9:1) afforded the title compound as brown solid, MS: m/e= 383 (M+H 1 "). 

Example 379 

2-CHoro-N-(4-methoxv-7-morpholin-4^ 

30 To a stirred suspension of 4-methoxy-7-morpholin-4-yl-benzothiazol-2-yl-amine (13.3 g> 
50.1 mmol) in THF (700 ml) was added N-ethyldiisopropylamine (21.3 ml, 125 mmol). 
The mixture was then cooled to 5 °C and a solution of 2-cHoro-6-methyl-isonicotinoyi 
chloride (10.5 g, 55.1 mmol) in dichloromethane (350 ml) was added dropwise over 2 
hours. The reaction mixture was then stirred overnight at 20 °C. To this mixture was added 

35 methanol (40 ml) and stirring continued for ten minutes. The mixture was then 

concentrated in vacuo and the residue partitioned between ethyl acetate and saturated 
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sodium bicarbonate solution. The organic phases were then dried over Na 2 S0 4 and the 
solvent evaporated. The crude product was then chromatographed over Si0 2 (Merck 230- 
400 mesh) eluting with CH 2 Cl 2 /MeOH (98:2), the product fractions were pooled and the 
solvent evaporated, to afford the title compound as a brown solid (16.0 g, 76 % yield), MS: 
m/e = 421 (M{ 37 a}+H+), 419 (M{ 35 C1}+H + ). 

Following General Procedure E the compounds of examples 380 and 381 were prepared 

Example 380 

f4-Methoxv-7-morpholin-4-vl-benzothia2ol-2-vl > )-urea 

Using 4-methoxy-7-moipholin-4-yl-ben20thiazol-2-yl-amine and ammonia the title 
compound was obtained as a white solid (20%), MS: m/e = 309 (M+H*). 

Example 381 

(4-Methoxv-7-morpholin-4-^-benzothiazol-2-vl)-carbamic acid phenyl ester 

Using 4-methoxy-7-moi^holin-4-yl-benzothia2ol-2-yl-amine and without adding an 
amine the title compound was obtained as a white foam (75%), MS: m/e = 386 (M+H + ). 

Following the general method of example 379 the following compound was prepared 

Example 382 

2-CMoro-N-(4-methoxy-7-morpholin-4^ 

Using 4-methoxy-7-morpholin-4-yl-ben2othiazol-2-yl-amine and 2 -chloro-isonicotinoyl 
chloride the title compound was obtained as a brown solid (59%), MS: m/e = 407 
(M{ 37 Cl}+H + ),405 (M{ 35 C1}+H + ). 

Example 383 
2-Iodo-N-(4-methoxv-7-morpholin-4-vl-benzo^ 

To a stirred suspension of 2-chloro-N-(4-methoxy-7-morpholin-4-yl-benzothiazol-2-yl)- 
6-methyl-isonicotinamide (1.00 g, 2.39 mmol) in ethyl methyl ketone (10 ml) and dioxane 
(20 ml) were added sodium iodide (2.0 g, 13.3 mmol) and hydriodic acid (0.95 ml, 7.2 
mmol, 57 % aqueous). The mixture was then heated at 100 °C for 96 hours. The mixture 
was then concentrated in vacuo and the residue resuspended in dichloromethane and 
washed sequentially with saturated sodium bicarbonate solution, 0.1 M sodium thiosulfete 
solution, and saturated brine. The organic phase was then dried over Na 2 SC>4 and the 
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solvent evaporated. The crude product was then chromatographed over Si0 2 (Merck 230- 
400 mesh) eluting with CH 2 a 2 /MeOH (99:1 then 98:2), the product fractions were pooled 
and the solvent evaporated, to afford the title compound as a brown solid (80 mg, 7 % 
yield), MS: m/e = 51 1 (M+H*). 

Following General Procedure E the compounds of examples 384 and 385 were prepared 

Example 384 

l-BenzYl-3-(4-methoxy-7-mor^ 

Using 4-methoxy-7-morpholin-4-yl-ben20thiazol-2-yl-amine and N-benzylmethyiamine 
the title compound was obtained as an off-white solid (94 %), MS: m/e = 413 (M+H*). 

Example 385 

3-(4-Methoxv-7-morp holin-4-vl-bera^ 

Using 4-methoxy-7-morpholin-4-yl-benzothiazol-2-ylamine and N-methyl-2- 
phenylethylamine the title compound was obtained as an off-white solid (53 %), MS: m/e 
= 427(M+H + ). 

Following the general method of example 379 the compounds of examples 386 to 391 were 
prepared 

Example 386 

N-(4-Methoxy-7-moi^holm^ 

Using 4-methoxy-7-morpholin-4-yl~benzothiazol-2-yl--amine and phenylacetyi chloride 
the title compound was obtained as a light yellow solid (37 %), MS: m/e = 384 (M+H + ). 

Example 387 

N^-(4-Methoxv-7-morpholin-4-vl-benzothiazol'2--ylVprop ionarniHp 

Using 4-methoxy-7-morpholin-4-yl-benzothiazol-2-yi-amine and propionyl chloride the 
title compound was obtained as a light yellow solid (5 %), MS: m/e = 322 (M+H*). 

Example 388 

2-Methoxv-N-(4-methQxv-7-morpho^ 
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Using 4-methoxy-7-morpholin-4-yl-benzotWazol-2-yi-ainine and methoxyacetyi chloride 
the title compound was obtained as a light yellow solid (37 %), MS: m/e = 338 (M+H*). 

Example 389 

Pentanoic acid (4-methoxy-7-morpholin-4-vi-benzothiazol-2-vn-amide 

5 Using 4-methoxy-7-morpholin-4-yl-benzothiazol-2-yl-amine and valeroyl chloride the 
tide compound was obtained as a light yellow solid (48 %), MS: m/e = 350 (M+H + ). 

Example 390 

iV-f4-Methoxy-7-morpholm-4-yl-be^^ 

Using 4-methoxy-7-morpholin-4-yl-benzothiazol-2-yi-amine and isobutyryl chloride the 
10 title compound was obtained as a light yellow solid (8 %), MS: m/e = 336 (M+H*). 

Example 391 

N-(4-Melhoxv-7-morpholin-4-vl-benzothiazol-2-vn-3-phen\d-propionamide 

Using 4-methoxy-7-morpholin-4-yl-beiizothiazol-2-yl-amine and 3-phenylpropionyl 
chloride the title compound was obtained as a light yellow solid (3 %), MS: m/e = 398 
15 (M+H + ). 

Following General Procedure E the compounds of examples 392 to 396 were prepared 

Example 392 

l-BenCTl-3-(4-meliioxv-7-morpholin-4-vl-benzothiazol-2-vlVurea 

Using 4-methoxy-7-morpholin-4-yl-benzothiazol-2-yl-amine and benzylamine the title 
20 compound was obtained as an off-white solid (99 %), MS: m/e = 399 (M+H + ). 

Example 393 

l-U-Methoxv-7-morpholin-4-vl-benzothiazol-2-vl)-3-phenethvl-urea 

Using 4-methoxy-7-morpholin-4-yl-benzolliiazol-2-yl-ainine and 2-phenyiethyiamine the 
title compound was obtained as an off-white solid (87 %), MS: m/e = 413 (M+H*). 

25 Example 394 

l-(2-Methoxy-ethvl)-3-(4-methoxy-7-mo 



WO 01/97786 PCT/EP01/06506 

-120- 

Using 4-methoxy-7-morpholin-4-yl-benzoto^ and 2-methoxyethyiamine 

the title compound was obtained as an off-white solid (80 %), MS: m/e = 367 (M+H*). 

Example 395 

l-(2-Dimefoyiammo-ethvl^ 
i methvl-urea 

Using 4-metlioxy-7-morpholin-4-yi-benzothiazol-2-yl-amine and NyNJsT- 
trimethylethylenediamine the title compound was obtained as an off-white solid (61 %), 
MS: m/e = 394 (M+H*). 

Example 396 

l-(2-Pimethylammo-fth^^ 

Using 4-medioxy-7-morpholin-4-)i-benzothiazol-2-yl-ainine and 2-dimethyiamino- " 
ethyiamine the title compound was obtained as an off-white solid (79 %), MS: m/e = 380 
(M+H+). 

Following the general method of example 379 the compound of example 397 was prepared 

Example 397 

4-Dimethylammo-iST-f4-melfro 

Using 4-methoxy-7-morpholin-4-^-benzothiazol-2-yi-amine and 4-dimethyiamino- 
butyryi chloride the title compound was obtained as a light yellow solid (10 %), MS: m/e = 
379 (M+H*): 

Preparation of intermediates for examples 1 to 187 
Example 398 

(7-Iodo-4-methoxv-ben2othia2 oI--2-vn-carbainic acid methvl ester 

(4-Methoxy-benzothia2ol-2-yi)-carbamic acid methyl ester (31.0 g, 130 mmol) and 
sodium acetate (32.3 g, 394 mmol) are dissolved in 400 ml of glacial acetic acid and slowly 
treated with iodine monochloride (13.5 ml, 264 mmol) at 0 °C. The reaction mixture is 
then slowly warmed to room temperature and stirred for 15 hours. After addition of water 
(1.3 1), the formed precipitate is filtered off and washed with water. The filter cake is then 
dissolved in a minim al amount of tetrahydrofurane (about 150 ml) and decolorized with 
1M aqueous sodium thiosulfete. The product is precipitated by the addition of water 
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(about 2.0 1), filtered off and dried at 60 °C for 12 hours. 42.3 g (89 %) white solid. MS: 
m/e= 364 (M+). 

Example 399 

f4-Methoxv-benzothiazol-2-\dVcar bamic acid methvl ester 

5 2-Amino-4-methoxybenzothiazol (23.6 g, 131 mmol) and pyridine (12.6 ml, 157 mmol) in 
dichloromethane (230 ml) are slowly treated with methyl chloroformate (10.6 ml, 137 
mmol) at 0 °C. After 10 minutes, further methyl chloroformate (1.0 ml, 13 mmol) and 
pyridine (1.0 ml, 12 mmol) are added. After 10 minutes, the mixture is poured into 200 ml 
1M aqueous hydrochloric acid, the organic layer is separated, diluted with 
10 dichloromethane (250 ml) and washed with brine (50 ml). The organic phase is dried and 
the solvent evaporated in vacuo. 31.0 g (99.4 %) white solid. MS: m/e= 238 (M+H*). 

Example 400 

(4-Methoxv-7-phenvi-benzovhiazol-2-vD-carbainic acid tert-butvl ester 

To a suspension of 2-amino-4-methoxy-7-phenyl-benzothiazole (1.0 g, 3.9 mmol) in THF 
15 (50 ml) was added di(tert-butoxycarbonyl)-anhydride (BOC) 2 0 and DMAP (47 mg, 0.04 
mmol) and the mixture stirred for 1 h a r.t., followed by 3 h at 60 °C. After cooling the 
solvent was evaporated and the residue chromatographed over Si0 2 (Merck 230-400 mesh) 
eluting with a gradient of cyclohexane/EtOAc (10 % to 50 % EtOAc), after pooling the 
product fractons and evaporation of the solvents the title compound was obtained as a 
20 white foam (1.1 g, 79 % yield), MS: m/e=356 (M+). 

Example 401 

(4-Methoxv-benzothiazol-2-vi)-carbamic acid tert-butvl ester 

Using 2-amino-4-methoxy-benzothiazole the title compound was obtained as a white solid 
(60 % yield), MS: m/e=:281.2 (M+H+). 

25 Example 402 

2-Amino-4-methoxy-7-phenvl-benzothiazole 

The title compound was prepared from 3-amino-4-methoxy-biphenyl, according to the 
patent literature N-(BenzoihiazoU2-yl)oxamic acid derivatives. W. Winter, M. Thiel, A. 
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Roesch and O. H. Wilhelms, German Patent, DE 2656468, 1978. and is obtained as a white 
solid, MS: m/e=256 (M + ), mp. 207-208 °C. 

Example 403 

4-Methoxy-7-phenoxv-benzothiazol-2-vl-amine 

5 To a suspension of 2-methoxy-5-phenoxy-phenyi)-thiourea (8.25 g, 30 mmol) in CHC1 3 
(70 ml) was added bromine (4.8 g, 30 mmol) in CHCU (10 ml) dropwise over 10 min. The 
mixture was then heated to reflux for 3 h, then cooled to r.t, the solvent was evaporated 
and the residue crystallised from MeOH/ether (1:4). The filter cake was then further 
washed with saturated aqueous NaHS0 3 solution /water (1:1), (100 ml), water (200 ml), 
10 IN NaOH (60 ml), then water (100 ml), and finally ether (100 ml). The solid material thus 
obtained was dried under vacuum (0.05 mmHg, 60 °C) to afford the title compoud as a 
white solid (6.7 g, 82 % yield), MS: m/e=272.1 (M + ). 

Following the general method of example 403, the compounds of examples 404 to 409 were 
prepared 

15 Example 404 

2-Amino-4-methoxv-benzothiazole-7-carboxvlic acid methvl ester 

Using 4-methoxy-3-thioureido-benzoic acid methyl ester the title compound was obtained 
as a white solid (55 % yield), MS: m/e=239.2 (M+H + ). 

Example 405 

20 7-Bromo-4-methoxv-benzothia2ole-2-vl-amine 

Using (5-bromo-2-methoxy-phenyl)-thiourea the tide compound was obtained as a white 
solid (46 % yield), MS: m/e=258 (M*). 

Example 406 
7-tert-Butvd-4-methoxy-benzothiazole-2-vl-amine 



25 Using ( 5-tert-butyl-2-methoxy-phenyl)-thiourea the title compound was obtained as a 
white solid (79 % yield), MS: m/e= 238.1 (M + ). 
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Example 407 

7- Acetyiamino -4-methoxv-benzothiazole-2-vl-amine 

Using (5-acetylamino-2-methoxy-phenyl)-thiourea the title compound was obtained as a 
purple solid (49 % yield), MS: m/e=238.2 (M+H + .) 

5 Example 408 

4- methoxV"7-(lH-tetTazol-5-vl)-beDZothiazol~2--vl-amine 

Using 2-methoxy-5-( lH-tetrazol- 5 -yl) -phenyl] -thiourea the title compound was obtained 
as a tan solid (54 % yield), MS: m/e=248.2 (M+) 

Example 409 

10 f4-Methoxv-7-phen\d-ben2othia2ol-2-vl)-methY l-aminf> 

Using (4-methoxy-biphenyl-3-yl)-thiourea the title compound was obrtained as a white 
solid (71 % yield), MS: m/e=270.1 (M + ). 

Example 410 

5- Methoxy-7-phen\ d-ben2othiazoI-2-vl-amine 

15 (5-Methoxy-biphenyl-3-yl)-thiourea (109 mg, 0.42 mmol) in chloroform (2 ml) are 

treated with bromine (22 |il) and the mixture heated to 61 °C for 5 hours. After removal of 
the volatile components in vacuo, the product (93 g, 86 %) is isolated by flash 
chromatography (silica, eluent ethyl acetate/cyclohexane 2:1 to 5:1) as beige solid. The 
regiochemistry of the cydization was checked by transfer-NOE measurements. MS: m/e= 

20 256 (M + ). 

Example 411 

2-Amino-4 1 5-dimethoxybanzothia2ol 

2-Amino-4,5-dimethoxybanzothiazol is synthesized starting from 2,3-dimethoxyaniline 
(1.0 g, 6.5 mmol) in the same manner as described for 5-methoxy-7-phenyl-benzothiazol- 
25 2-yl-amine in 72 % total yield over three steps. MS: m/e= 210 (M + ). 
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Example 412 

6~Bromo-4-trifluoromethoxy-ben2othiazol--2-vi-amTne 

4-Bromo-2-trifluoromethoxy)aniline (768 mg, 3 mmol) and potassium thiocyanate (875 
mg, 9 mmol) are dissolved in acetic acid (5 ml) and at 0 °C, bromine (0.19 ml, 3.6 mmol) 
5 are slowly added. After stirring for 1 h, acetic acid (2 ml) are added and the mixture heated 
to 100 °C for 3 h. After cooling to room temperature, aqueous sodium hydroxide (10M, 25 
ml) is added and the mixture extracted three times with ethyl acetate. The combined 
organic layers were wasged with brine, dried and the solvent removed in vacuo. Flash 
chromatography (silica, eluent ethyl acetate/cyclohexane 1:4) and final recrystallization 
10 from ethyl acetate/cyclohexane affords the product as white solid. 170 mg ( 18 %). MS: 
m/e=315 (M+H+). 

Example 413 

4-Methoxv-7-moipholin-4-vl-ben2otHazol-2^-amine 

n 

(2-Methoxy-5-morpholin«4-yl-phenyl)-thiourea (5.0 g, 19 mmol) in chloroform (130 ml) 
15 are treated with bromine (960 |ul) and the mixture refluxed for 18 hours. After removal of 
the volatile components in vacuo, the product is recrystallized from THF (2.8 g, 57 %). 
MS: m/e= 266 (M*). 

Example 414 

7- Benzyloxv ^-methoxy-benzothiazole-2-vl-amine 

20 Synthesized starting from (5-Benzyloxy-2-methoxy-phenyi)-thiourea in the same manner 
as described for 5-methoxy-7-phenyi-benzothiazol-2-yl-amine in 82 % yield as a beige 
solid. Mp: 165 °C(dec.). 

Example 415 
4-TrifluQrQmethoxy-benzothiazol-2 -yl -amine 

25 6-Bromo-4-trifluoromethoxy-ben^ ( 157 mg , 0.50 mg), triethyiamine 

(0.21 ml, 1.5 mmol) and palladium on carbon (10 %, 15 mg) are suspended in ethanoi (12 
ml) and hydrogenated at atmospheric pressure for 96 h. The catalyst was filtered off and 
the solution evaporated to dryness. The residue was dissolved in ethyl acetate, washed three 
times with water, dried and the solvent removed in vacuo. The product is obtained as 

30 brown solid (85 mg, 73%). MS: m]e= 235 (M+H+). 
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Example 416 

2-Amino-4-methoxv-benzothiazole-7-carbaldehvde 

Using (5-Formyl-2-methoxy-phenyl)-thiourea the title compound was synthesised as 
described for 4-methoxy-7-phenoxy-benzothiazol-2-yl-amine and obtained as a beige solid 
5 (70 % yield), MS: m/e=208.0 (M + ). 

Example 417 

4-Methoxy-7-morpholin-4-vimethvl-ben2oliiiazol-2-vl-amin^ 

To a suspension of 2-amino-4-methoxy-benzothiazole-7-carbaldehyde (440 ing, 2.1 
mmol) in THF (100 ml) was added morpholine (276 mg, 3.2 xmnol), acetic acid (190 mg, 

10 3.2 mmol) followed by NaBH(OAc) 3 (672 mg, 3.2 mmol). This mixture was stirred 

vigorously at 20 °C for 48 hours, after which time water (50 ml) and 5 % NaHCC>3 solution 
(50 ml) were added and the mixture agitated vigorously. After separating the organic and 
aqueous layers, the aqueous phase was extracted with EtOAc (50 ml) and the combined 
organic phase was washed with saturated NaCl solution (100 ml) then dried with Na 2 S0 4 , 

15 filtered and evaporated. The solid residue was suspended in ether (20 ml) and filtered then 
the filter cake was washed with ether (10 ml), and dried under vacuum (0.05 mmHg, 50 
°C) to afford the title compound as a yellow solid (430 mg, 73 % yield), MS: m/e=280.2 
(M + ). 

Example 418 

20 2-Chloro-4-methoxy-7-phenyl-benzothiazole 

To a suspension of 2-amino-4-methoxy-7-phenyl-benzothiazole (5.1 g, 20 mmol) in 
ethylene glycol (75 ml) were added hydrazine monohydrate (4 g, 80 mmol) and hydrazine 
dihydrochloride (4.2 g, 40 mmol) and the suspension was heated for 18 h at 140 °C. After 
cooling to r.L the suspension was filtered, then the filter cake was washed with water (200 

25 ml) followed by ether ( 100 ml), and dried under vacuum (0.05 mmHg, 70 °C) to afford 2- 
hydrzino-4-methoxy-7-phenyl-benzothiazole as a white solid (5.2 g, 96 % yield). The 2- 
hydrzino-4-methoxy-7-phenyi-benzothiazole (4.5 g, 16.6 mmol) was then added in 
portions over 20 min. to stirred neat thionyl chloride (12 ml, 165 mmol), the mixture was 
then heated to 50 °C for 2 h to complete the reaction. The reaction mixture was then 

30 cooled and poured on to ice/water (300 ml) and stirrd for 20 min. at 0-10 °C. The whole 
mixture was then filtered and the filter cake waas washed with water (100 ml). The filter 
cake was then dissolved in CH 2 C1 2 (250 ml) and washed with saturated NaCl solution. The 
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organic phase was dried with Na 2 S0 4 filtered and evaporaterd to affoed a red oil which was 
chromatographed over Si0 2 (Merck 230-400 mesh) eluting with CH 2 C1 2 . The product 
fractions were pooled and evaporated to afford the title compound as a brown solid (4.24 
g, 93 % yield), MS: m/e=275.0 (M + ). 



Lit: Synth. Commun.> 1992, 2769-80. 

Example 419 
4-(Morpholine-4-sulfonvlVbenzoic acid 

To a solution of 4-(chlorosulfbnyl)-benzoic acid (0.5 g, 2.2 mmol) in THF (20 ml) was 
added morpholine (0.434 ml, 5 mmol) dropwise over 5 min, and this mixture stirred at 
r.tfor 1 h. Water (50 ml) was then addedand the mixture agitated, the phases were 
separated and the aqueous phase extracted with EtOAc (2x50 ml). The combined organic 
phases were washed with satd. aq. NaCl solution, dried, filtered and evaporated. The 
residue was chromatographed over Si0 2 (Merck 230-400 mesh) eluting with a 
CHCMacetone +10 % HC0 2 H) (9:1), the product fractions were pooled, evaporated and 
dried in vacuo (0.05 mmHg, 50 °C) to afford the title compound as a beige solid (270 mg, 
20 % yield), MS: m/e=271 (M*). 

Following the general method of example 419, the compounds of examples 420 to 422 were 
prepared 

Example 420 

4-Dipropvlsulfamovl-benzoic acid 

Using dipropylamine the title compound was obtained as a beige solid, MS: m/e=285 (M*). 

Example 421 

4-Ethvlsulfamoyi-benzoic acid 

Using ethyiamine the title compound was obtained as a white solid (85 % yield), MS: 
m/e=228.1 (M-H)\ 



Example 422 

4-Diethyls iilfamn yl-benzoic acid 
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Using diethylamine the title compound was obtained as a white solid (44 % yield), MS: 
m/e=257 (M + ). 

Example 423 

2 - ( L 1 -Dioxo- thiomorpholin-4-vD -ethvlamine 

5 The title compound was prepared according to the following patent literature: W. R. Baker, 
S. A. Boyd, A. K. L Fung, H. H Stein, J. F. Denissen, C. W. Hutchins and S. H. Rosenberg, 
WO 9203429 (1992). 

Example 424 

Methvl-^-methvl-pYridin-S-vlmethvlVaiiiine 

10 To a suspension of LiAlHU in THF ( 120 ml) at 10 °C was added a solution of methyi-6- 
methyl nicotinate (12 g, 79 mmol) in THF (80 ml) dropwise with cooling over 45 min. 
After stirring 1.5 h at 20 °C, a mixture of THF/water (4:1) 60 ml was added to the reaction 
over 30 min. at 0 °C, Na 2 S0 4 (50 g) was then added dirctly to the reaction mixture which 
was stirred vigorously, then filtered and the THF evaporated in vacuo. The residue was 

15 chromatographed over Si0 2 (Merck 230-400 mesh) eluting with a gradient of 

CH 2 Cl2/MeOH (97:3 to 9:1), affording a colourless oil (7.5 g, 77 % yield). This material 
was dissolved in CHCI3 (100 ml) and treated dropwise with thionyl chloride (17.2 ml, 237 
mmol) stirred at 5 °C to 20 °C over 16 h. The solvents were then removed in vacuo and the 
residue partitioned between CH2C2 (100 ml) and aq. 5% NaHCC>3 (100 ml), the aqueous 

20 phase was further extracted with CH2CI2 (2x 50 ml) and the combined extracts washed 
with satd. aq. NaCl solution ( 1x50 ml), then dried and the solvent evaporated in vacuo. 
The resulting red oil was dissolved in EtOH (80 ml) cooled to 0 °C and treated with 33% 
methylamine /EtOH (50 ml) dropwise over 1 h, then the mixture was stirred to 20 °C over 

3 h. After evaporation of all the solvents the residue was partitioned between CH2CI2 and 
25 water ( 100 ml ea.), the aqueous phase was further extracted with CH2CI2 (2x 100 ml), dried 

(Na 2 SC>4), filtered and the solvent evaporated in vacuo. The brown oily residue was then 
distilled under high vacuum (0.1 mm Hg, 68-70 °C) over a Vigreux column to afford the 
title compound as a pale yellow liquid (6.03 g, 75 % yield), MS: m/e^^UM 1 ")- 

Lit: /. Med Chem., 1996, 5053-63. 



30 Following the general method of example 424, the compounds of examples 425 to 4266 were 
prepared 
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Example 425 

Using 2-chloromethyi-pyridine hydrochloride salt and 33 % memylamine/EtOH the title 
compound was obtained as a colourless liquid (0.1 mm Hg, 47-48 <>C) (20 % yield), MS- 
m/e=93.1 (M-NHCH 3 ). 



Example 426 

Methvl-Dv ridin^vlmethY l-aTriinp 

Using 4-cUoromethyl-pyridine hydrochloride salt and 33 % methylamine/EtOH the title 
compound was obtained as a colourless liquid (0.1 mm Hg, 60-62 °C) (79 % yield), MS: 
m/e=122.1 (M+). 

Preparation of intermediates for examples 188 to 208 

Example 427 
2-Metho xy-5-phenoxv-phenviV<-htniirpa 

To a solution of 2-methoxy-5-phenoxy-aniline (9.9 g, 46 mmol) in acetone (60 ml) was 
added benzoyhsothiocyanate (9 g, 55 mmol) and the mixture heated to reflux (56 «C) for 4 
h. After cooling to r.t, the solvent was evaporated and the oily orange residue was 
precipitated from ether (20 ml) under ultrasonnication, the solid was then washed on the 
filter with ether/ nHexane (1:3) (50 ml). The solid thus obtained was further dried under 
vacuum (0.05 mmHg, 50 »C) to afford the benzoylated thiourea as a beige solid ( 17.2 g, 99 
%, yield). Fresh sodium methoxide (14.5 g, 38 mmol) was then added to a suspension of 
the benzoylated thiourea (14.5 g, 38 mmol) in methanol (70 ml) and this mixture stirred 
for 1 h at r.t Water was then added (210 ml) and the precipitated solid was collected, then 
washed on the filter with water (100 ml), foUowed by ether (100 ml), then dried under 
vacuum (0.05 mmHg, 50 °C) to afford the title compound as a white solid (8.5 g, 81 % 
yield), MS: m/e=274.1 (M + ). 

Following the general method of example 427 the compounds of examples 428 to 433 were 
prepared 



Example 428 
(S-tert-Butvi^-methorv -pheny ll-thi-niirPa 
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Using 4-tert-butyl-2-methoxy-aniline the title compound was obtained as a white solid (79 
% yield), MS: m/e=238.1 (M + ). 

Example 429 

(5-Acetylamino-2-methoxy-phenyl)-thiourea 

5 Using 3-amino-4-methoxyacetanilide the title compound was obtained as a grey solid (69 
% yield), MS: m/e= 240.3 (M+H*). 

Example 430 

4-Methoxv-3-thioureido-benzoic acid methvl ester 

Using 3-Amino-4-methoxy-benzoic acid methyl ester the title compound was obtained as a 
10 tan solid (78 % yield), MS: m/e=240.0 (M + ). 

Example 431 

(5-Bromo-2-methoxv-phenvlVthiourea 

Using 5-bromo-2-methoxy-aniline the title compound was obtained as a white solid (88 % 
yield), MS: m/e=260 (M + ). 

15 Example 432 

2-methoxv-5-(lH-tetrazol-5-yl)-phenyn-thiourea 

Using 2-methoxy-5-(lH-tetrazol-5-yl)-aniline the title compound was obtained as a tan 
solid (92 % yield), MS: m/e=250.1 (M + ). 

Exampl433 

20 1 - ( 4~Methoxy-biphenvl-3-vl)"3-meth^i-thiourea 

Using 4-methoxy-biphenyl-3-ylamine and N-methyl-isothiocyanate the title compound 
was directly obtained as a white solid (96 % yield), MS: m/e=273.2 (M+H + ). 

Example 434 

( 5-MethoxY-biphenyl-3-^)-thiourea 

25 l-Benzoyl-3-(5-methoxy-biphenyl-3-yl)-thiourea (183 mg, 0.51 mmol) in methanol (5 ml) 
are treated with sodium methoxide (5.4M in methanol, 0.14 ml) and the formed 
precipitate is filtered off. Washing with methanol yields the product (115 mg, 88 %) as off- 
white powder. MS: m/e= 258 (M + ). 
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Example 435 

1 -Benzoyl-3-( 5-methox^biphenvi-3--vi Vthiourea 

5-Methoxy-biphenyl-3-ylamine (129 mg, 0.65 mmol) are dissolved in acetone (5 ml) and 
slowly treated with a solution of benzoyl isothiocyanate (0.096 ml, 0.71 mmol) in acetone 
5 (2 ml). After stirring at ambient temperature for 18 h, the solvent is removed in vacuo and 
the residue crystallized from hexane. The product (203 mg, 86 %) is obtained as colorless 
crystalk Mp 149 °C 

Example 436 

(2-Methoxv-5-morpholin-4-vl-phen^)-thiourea 

10 l-Benzoyl-3-(2-methoxy-5-morpholin-4-yl-phenyl)-thiourea (8.0 g, 21 mmol), suspended 
in methanol (260 ml), are treated with 6 ml sodium methanolate (5.4M in methanol) and 
the mixture stirred until a white precipitate forms. The mixture is concentrated in vacuo, 
the crystals are isolated by filtration and washed with methanol and hexane (5.0 g 86 %). 
MS: m/e= 268 (M + ). 

15 Example 437 

l-Benzovi"3-f2-methoxv-5-morphohn~4-vl-phenvlVthiourea 

To a solution of 2-methoxy-5-morpholin-4-yl-phenyIamine (4.6 g, 22 mmol) in acetone 
(140 ml) is added a solution of benzoyl isithiocyanate (3.4 ml, 25 mmol) in acetone (80 ml) 
and the reaction mixture is stirred for further 30 min at ambient temperature. After 
20 removal of the volatile components in vacuo, the product is isolated by flash 

chromatography (silica, eluent ethyl acetate/n-hexane 1:4, then 1:2) as a yellow solid (8.0 g, 
97%). MS: m/e= 272 (M + ). 



Example 438 
r5-Benzvloxv-2-met hoxv-phenylVthiourea 

25 Synthesized from 5 -benzyloxy-2-methoxy- aniline as described for example 427 in 80 % 
overall yield. Obtained as white crystals. M.p. 130 °C (dec). 



Example 439 
(5-Formvl^2-methoxv-phen^Vthiourea 
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To a solution of 2-(4-methoxy-3-nitro-phenyl)-[l,3]dioxolane (13 g, 57.7 mmol) in 
MeOH (400 ml) was added Adams catalyst-Pt(0 2 ) (700 mg) and the mixture stirred 
vigorously under an atmosphere of hydrogen at 20 °C until 41 of hydrogen had been taken 
up. The catalyst was then filtered off and and methanol evaporated and replaced with 
5 acetone (150 ml). Benzoyl isothiocyanate was then added dropwse (8.5 ml, 63.5 mmol) 
over 15 min at r.tand the mixture then heated to reflux for 1.5 h. After cooling the solvent 
was evaporated and the residue was chromatographed over SiC>2 (Merck 230-400 mesh) 
eluting with CH2CI2 affording a yellow oil ( 10 g). This oil was teken up in MeOH (150 ml) 
and sodium methoxide was added (3.7 g, 69 mmol) and the mixture stirred at 20 °C for 1 

10 h. Following this the solvent was evaporated and the residue dissolved in THF (200 ml) and 
2N HCK100 ml) was added and the mixture stirred for 30 min. EtOAc (200 ml) was then 
added and the aqueous phase separated and extracted with EtOAc/THF (1:1) (200 ml). The 
combined organic phases were washed with satd. aq. NaCl solution (2x 200 ml), dried, 
filtered and the solvent evaporated. The solid residue was suspended in ether (100 ml) and 

15 filtered off, washed with ether (50 ml) and drid under vacuum (0.05 mmHg, 50 °C) to 
afford the title compound as a yellow solid (4.7 g, 39 % yield). MS: m/e=210.1 (M + ). 

Example 440 
2-(4-Me&oxy-3-mtro-phenyT)-f 1,31 dioxolane 

To a solution of 4-methoxy-3-nito-benzaldehyde (11.2 g, 61.8 mmol) in toluene (300 ml) 
20 was added ethylene glycol (5.2 ml, 92.7 mmol) and Amberlyst A15 resin acid catalyst (0.6 
g). This mixture was stirred vigorously at reflux for 16 h. in a Dean-Stark apparatus. Upon 
cooling the Amberlyst resn was filtered off and the filtrate washed with satd. aq. NaCl 
solution (3x150 ml), then dried with Na 2 S04> filtered and evaporated to afford the title 
compound as an orange oil (14 g, 100 % yield), MS: m/e=224.1 (M-H)\ 

25 Example 441 

2-Methoxv-5-( lH-tetrazol-5-yiVaniline 

To a solution of 4-methoxy-3-nitro-benzonitrile (2.5 g, 1.4 mmol) in toluene (20 ml) was 
added sodium azide (1.3 g, 1.8 mmol) and triethyiamine hydrochlride (1.5 g, 1.8 mmol), 
and this mixture stirred at 100 °C fro 48 h. Water was then added (200 ml) and the mixture 
30 agitated, the aqueous phase was further washed with water (2x30 ml). The organic phase 
was then adjusted to pH 2 and the solid which precipitated was filtered off and washed 
further with water (100 ml) then dried in vacuo (0.05 mmHg, 60 °C) to afford the crude 
tetrazole. This material was then directly dissolved in MeOH (80 ml), Pd/C (10%) (250 
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mg) was added and the mixture stirred under 1 atm of hydrogen at 20 °C for ca.1 h until 
the theoretical amount of hydrogen (ca. 880 ml) had been taken up. The catalyst was then 
filtered off and the solvent evaporated to afford the title compound as a white solid (2.2 g, 
82 % yield), MS: m/e=191.1 (M*). 

5 Lit Synthesis 1998, p910. 

Example 442 

l-Iodo-3-methoxv-5-nitro-benzene 

1- Iodo-3,5-dinitrobenzene (1.8 g, 6.1 mmol) are dissolved in methanol (12 ml) and treated 
with a solution of sodium methoxide in methanol (5.4M, 1.2 ml). The mixture is then 

10 stirred at 65°C for 52 h. After cooling to ambient temperature, water (50 ml) is added and 
the mixture extracted three times with ethyl acetate (50 ml). The combined organic layers 
are extracted with brine (100 ml), dried and evaporated to dryness. Flash chromatography 
(silica, eluent ethyl acetate/cyclohexane 1:1) affords the product (1.7 g, 99 %) as light 
yellow solid. MS: m/e= 279 (M + ). 

15 Example 443 

5-Methoxv-biphenvl-3- v1-armrtf> 

3- Methoxy-5-nitro-biphenyl (176 mg, 0.77 mmol) are hydrogenated in ethanol (5 ml) 
using palladium on carbon (10 %, 17 mg) at atmospheric pressure for 2h. The calalyst is 
filtered off and the solvent removed in vacuo. Flash chromatography (silica, eluent ethyl 

20 acetate/cyclohexane 1:1) affords the product (139 mg, 91 %) as a bown oil. MS: m/e= 199 
(M + ). 

Example 444 

2- Methoxv-5-morpholin-4-vl-phenvlamine 

4- (4-Methoxy-3-nitro-phenyl)-morpholine (6 g) is hydrogenated in dichloromethane (100 
25 ml) and methanol (600 ml) using palladium on carbon (10 %, 600 mg) for 12 hours. The 

catalyst is removed by filtration and the solution evaporated in vacuo. Purification by flash 
chromatography (silica, eluent ethyl acetate/n-hexane 1:1, then ) affords the product as off- 
white solid (4.6 g, 88 %). MS: in/e= 209 (M+H + ). 
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Example 445 
4-(4-Methoxv-3-nitxo-phenvl)-morpholiiie 

4- Bromo-2-nitroanisol (8.5 g, 36 mmol), morpholine (3.8 ml, 44 mmol), potassium 
phosphate (11 g, 51 mmol), 2-biphenyl-dicydohexyI phosphine (960 mg, 2.7 mmol) and 

5 palladium(II)acetate (41 1 mg, 1.8 mmol) are dissolved in dimethoxyethane (80 ml) and 
stirred at 80 °C for 96 hours. The mixture is then cooled to room temperature, diluted with 
ethyl acetate (50 ml) and filtrated through dicalite. Flash chromatography on silica (eluent 
dichloromethane/methanol 99:1) affords the product as red solid (6.0 g, 69 %). MS: m/e= 
238 (M + ). 

10 Example 446 

3 -Methoxv-5-nitro-biphenvl 

l-Iodo-3-methoxy-5-nitro-benzene (279 mg, 1 mmol), phenyiboronic acid ( 146 mg, 1.2 
mmol), potassium carbonate (2M, 1.0 ml) and teti^Jds(triphenyiphosphino)palladium(0) 
are dissolved in ethanol (0.5 ml) and toluene (10 ml) and the mixture heated to 90 °C for 
15 24 h. The volatile components are removed in vacuo and the residue co distilled twice with 
toluene. Flash chromatography (silica, eluent dichloromethane/cydohexane 1:2) affords 
the product (185 mg, 81 %) as light brown solid. MS: m/e= 229 (M + ). 

Example 447 

5- Bromo-2-me thoYY-aniKnp 

20 A solution of 4-bromo-2-nitro-anisole (7.7 g, 33.1 mmol), triethylamine (4.6 ml, 33.1 

mmol) and Raney Nickel catalyst (4 g) was vigorously stirred in ethanol (300 ml) under an 
atmosphere of hydrogen for 1 h at 20 °C. After this time the theoretical amount of 
hydrogen had been absorbed (2.5 1), so the catalyst was filtered off and the solvent 
evaporated to afford the title compound as a light yellow solid (7 g, 104 % yield), MS: m/e= 

25 201 (M*). 

intermediates for the preparation of benzy Kc amines 

» 

Example 448 

4-Chloromethvl-N-(4-hvdroxy-7-m 
30 N-(4-Benzyloxy-7-morpholin-4-yl-benzot^ (1.0 g, 

2.0 mmol) were dissolved in CH 2 a 2 ( 10 ml) and treated at -78 °C with tetrabutyl 
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ammonium iodide (0.95 g, 2.6 mmol) and a solution of boron trichloride in CH 2 C1 2 (1M, 
7.4 ml). After subsequent warming to 0° and stirring for additional 2 h , ice (2 g) and then 
water (10 ml) and methanol (2 ml) were added and the phases separated. The aqueous 
phases were extracted twice with CH 2 Cl 2 /MeOH, the combined organic layers were dried 
5 with Na 2 S0 4 and evaporated to dryness. Recrystallization from CH 2 Cl2/MeOH afforded 
the title compound as an off-whiie solid (18 %). MS: m/e= 403 ([M-H*]*). 



Example 449 

4-(l-Bromo-ethvl)-N-f4-methoxv-7-morpholm^ 
10 Following the general method of example 1 the title compound was obtained as a yellow 
solid (63 %). MS: m/e= 478 (M+fT). 

Example 450 
3-Chloromethyi-N-(4-methoxv-7-morphol^ 

Following the general method of example 1 the title compound was obtained as a light 
15 yellow solid (59 %). MS: m/e= 418 (M+H+). 



Example 451 
4-CMoromefoyl-3-fluoro-N-(4-metiioxy-^ 

Following the general method of example 1 the title compound was obtained as a light 
20 brown solid (99 %). MS: m/e= 436 (M+H+). 



Example 452 
4-CMoro-3-c^oromethyl-N-(4-methoxv-7-m 

Following the general method of example 1 the title compound was obtained only in 75% 
25 purity (68 %) and used in the subsequent steps without further purification. MS: m/e= 452 
(M+H+). 



Example 453 

4- f (2-Methoxv-ethylVme thvl-sulfam oyll -benzoic acid 
30 4-Chloro-sulfonyl-benzoic acid ( 100 mg, 0.45 mmol) were dissolved in (2-methoxy-ethyl)- 
methyi-amine (1.0 g, 112 mmol) and heated to 50 °C for 18 h. Removal of the volatile 
components in vacuo and flash chromatography (silica, eluent CH 2 Q2/MeOH/H 2 0/AcOH 
90:10:1:1) afforded the product as white solid (65 %). MS: m/e= 272 ([M-H]"). 



35 intermediates for the preparation of benzyiic amines for 2-OBn: 
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Example 454 

4-Benz^doxv-7-morpholin'4-vi-ben2X)tJiiazol-2-vl-amine 

Using 2-benzyloxy-5-morpholin-4-yl-phenyl)-thiourea following the general method of 
example 403 the title compound was obtained as off-white solid (69 %). MS: m/e= 342 
5 (M+H + ). 

Example 455 

N-f4-Benzvloxv-7-morpholin-4-vl-benzothiazol-2-vl)-4-cMoromethvl-benzamid^ 
Following the general method of example 1 the title compound was obtained as a pale 
yellow solid (81 %). MS: m/e= 494 (M+H + ). 

intermediates for the preparation of benzvlic amines for changed 7-position: 

Example 456 

4-Methoxv-7'thiomorpholin"4-vl-benzothiazol"2-vl-amine „ . 

Using 2-methoxy-5-thiomorpholin-4-yl-phenyl)-thiourea following the general method of 
example 403 the title compound was obtained as light brown solid (31 %). MS: m/e= 282 
(M+H + ). 

Example 457 

f4-Methoxv-7-(2-methyl-pvridin-4-vl)-benzotMazol-2-vi1-carbamic acid methvl ester 
Using the general procedure B the title compound was prepared from 4-methoxy-7- 
morpholin -4-yl -benzothiazol-2 -yl -amin e and 2-methyl-4-trimeth}dstannanyl-pyridine as a 
white solid (8%). MS: m/e= 329 (M + ). 

Example 458 

4-Methoxv-7-(2-meAvl-pvridin^"VD-benzothiazol-2-vl-aiiiine 

[4-Methoxy-7-(2-methyl-pyridin^-yl)-benzothiazol-2-yi]-carbamic acid methyl ester (100 
mg, 0.24 mmol) were dissolved in ethyleneglycol (3.0 ml) and treated with potassium 
hydroxide (528 mg, LI mmol) and heated to 100 °C for 6.5 h. The reaction mixture was 
cooled to room temperature, diluted with water, neutralized with IN HQ and extracted 
four times with ethyl acetate. The organic layers were combined and washed with water 
and saturated aqueous NaCl. The organic phases were then dried and the solvent removed 
in vacuo. The product was obtained as a light brown solid (83 %). MS: m/e= 272 (M+HT 1 "). 
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ExampleA 

Tablet Formulation fWet Granulation) 



Item Ingredients mg/tablet 







5mg 


25 mg 


100 mg 


500 mg 


1. 


Compound of formula I 


5 


25 


100 


500 


2. 


Lactose Anhydrous DTG 


125 


105 


30 


150 


3. 


Sta-Rx 1500 


6 


6 


6 


30 


4. 


Microcrystalline Cellulose 


30 


30 


30 


150 


5. 


Magnesium Stearate 


1 


1 


1 


1 




Total 


167 


167 


167 


831 



Manufacturing Procedure 



1. Mix items 1, 2, 3 and 4 and granulate with purified water. 

2. Dry the granules at 50°C. 

3. Pass the granules through suitable milling equipment. 

1 5 4. Add item 5 and mix for three minutes; compress on a suitable press. 

Example B 
Capsule Formulation 



Item Ingredients mg/capsule 

5mg 25 mg 100 mg 500 mg 



1. 


Compound of formula I 


5 


25 


100 


500 


2. 


Hydrous Lactose 


159 


123 


148 




3. 


Corn Starch 


25 


35 


40 


70 


4. 


Talc 


10 


15 


10 


25 


5. 


Magnesium Stearate 


1 


2 


2 


5 




Total 


200 


200 


300 


600 



Manufacturing Procedure 



1. 
2. 
3. 



Mix items 1, 2 and 3 in a suitable mixer for 30 minutes. 
Add items 4 and 5 and mix for 3 minutes. 
Fill into a suitable capsule. 
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Claims 

1. The use of a compound of the general formula 




wherein 

R 1 is hydrogen, lower alkyi, lower alkoxy, benzyloxy, cycloalkyloxy, halogen, hydroxy or 
trifluoromethyioxy; 

R 2 , R 3 are independently from each other hydrogen, halogen, lower alkyi or lower alkyloxy, 

R 4 is hydrogen, lower alkyi, lower alkenyl, halogen, -C(0)OH, -C(0)-lower alkyi, 
-C(0)-halogen-lower alkyi, -CH(OH)-halogen-lower alkyi, -C(0)0-lower alkyi, 
-NHC(0)-lower alkyi, -(CH 2 ) n -OH, 

or is phenyl, which is optionally attached to the benzo group via the linker 

-(0) m -(CH 2 ) n - and is optionally substituted by N(R 5 )(R 6 ), halogen, alkoxy or nitro, 

or is 2,3-dihydro-lH-indolyl, azepan-l-yi, [l,4]oxazepan-4-yi, or is 

a five or six membered aromatic or non aromatic heterocycle, which may be 

attached to the benzo group via the linker -(0) m -(CH 2 ) n or -N=C(CH 3 )- 

and is optionally substituted by one or two group(s) R 7 , wherein R 7 is defined below, 

R is 

(a) phenyl, optionally substituted by lower alkyi, halogen-lower alkyi, lower 

alkoxy, cyano, nitro, -C(0)H, -C(0)OH or by the following groups 

-(CH 2 )„-C(0)-N(R 5 )-(CH 2 ) 0 -lower alkoxy, 

-(CH 2 ) n O-halogen-lower alkyi, 

-(CH 2 ) n O-(CH 2 ) n+1 -0-lower alkyi, 

-S(0) 2 -N(R 5 )-(CH 2 ) n -0-lower alkyi, 

-(CH 2 )„-OR 5 , 

-(CH 2 ) n N(R 5 )-(CH 2 ) 0 -lower alkoxy, 
-(CH 2 )„N[(CH 2 ) 0 -lower alkoxy] 2 , 
-(CH 2 ) n N(R 5 )(R 6 ), 

-(CH 2 ) n N[S(0) 2 CH 3 ] 2 , 
-(CH 2 )„N[R 5 ][S(0) 2 CH 3 ], 
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-(CH 2 ) n N(R 5 )-(CH 2 ) 0 NR 5 R 6 , 

-(CH 2 ) n N(R s )-lower alkenyl, 

-(CH 2 ) n N(R 5 )-(CH 2 ) 0 -cydoalkyi, 

-(CH 2 ) n N(R 5 )-C(0)0-lower alkyl, 

-(CH 2 ) n -S-(CH 2 ) n -N(R 5 )(R 6 ), 

-(CH 2 )„N(R 5 )-(CH 2 ) 0 -S-lower alkyl, 

-S(0) 2 -N(R 5 )(R 6 ), 

-(CH 2 ) n N(R 5 )-S(0) 2 CH 3 

-(CH 2 ) n N(R 5 )-(CH 2 ) 0 -phenyl, 

-(CH 2 ) n N(R 5 )-(CH 2 ) 0 OH, 

-(CH 2 )„N(R 5 )-(CH 2 ) 0 CH(OH)-CF 3 , 

-(CH 2 ) n N(R 5 )-(CH 2 ) 0 -CF 3 , 

-(CH 2 ) n N(R 5 )-(CH 2 ) 0 -0-CH(OH)-C6H 3 (OCH 3 ) 2 , 

-(CH 2 )„N(R 5 )-(CH 2 ) e -0-C(0)-C«H 3 (OCH 3 ) 2> 

'- N(R 5 )-C(0)-morpholin, 

- N(R 5 )-C(0)-N(R 5 )-phenyl, substituted by alkoxy, 

-S(0) 2 -morpholin, 

or is phenyl, which is optionally substituted by 

-(CR^Jn-five to seven membered aromatic or non aromatic heterocyde, and 
wherein the heterocyde may further substituted by hydroxy, -N(R 5 )(R 6 ), lower 
alkoxy or lower alkyl, or by 

-(CH 2 ) n N(R 5 )(CH 2 ) 0 -five or six membered aromatic or non aromatic heterocyde 
and wherein the heterocyde may further substituted by hydroxy, -N(R 5 )(R 6 ) or 
lower alkyi, or 

is 

b) -(CH 2 ) n -five or six membered aromatic or non aromatic heterocyde, with the 
exception of the the piperazinyl group in case if n=0, which rings may be optionally 
substituted by one or two substituents, selected from the group consisting of 
2-oxo-pyrrolidin, piperidinyi, phenyl, -(CH 2 ) n OH, halogen, CF 3 , =0, lower alkyl, 
cydoalkyl, -(CH 2 )„-0-lower alkyl, -(CH 2 )„NH 2 , -(CH 2 ) n CN, -C(0)0-lower alkyl, 
-CH 2 -0-S(0) 2 CH 3 , -C(0)-lower alkyl, -C(0)-(CH 2 )„-lower alkoxy, 
-CH 2 -N(R 6 )C6H4F, -CH 2 -N(R 6 )C(0)0-lower alkyl, 

-N(R 6 )-C(0)-N(R 5 )-(CH 2 ) n -0-lower alkyl, -or by tetrahydrofiaran, substituted by 
4-Cl-phenyl, or by piperazin-l-yl, morpholinyl, thiomorpholinyl, 
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thiomorpholin-l-oxo, pyrrolidin-l-yi or by piperidin-l-yi or is 
benzopiperidin-l-yi or benzothien-2-yl, or 

is 

c) -(CH 2 ) n+1 -phenyl, 

-N(R 5 )(CH 2 ) n -phenyi, optionally substituted by lower alkoxy, 
-0(CH 2 ) n -phenyl, or 
-N(R 5 )C(0)-phenyl,or 

is 

d) -N(R 5 )(CH 2 )„-5-or 6 membered aromatic or non aromatic heterocyde, 

10 optionally substituted by lower alkyl, -(CH 2 ) n -5-or 6 membered aromatic or non 

aromatic heterocyde 

oris 

e) -(CH 2 ) n -N(R 5 )(R 6 ), lower alkyl, -0-(CH 2 ) n -lower alkoxy, -(CH 2 ) n -lower alkoxy, 
lower alkoxy, cydoalkyl,-N(R 5 )(CH 2 ) n O-lower alkyl, -N(R 5 )(CH 2 ) n OH, 

15 -N(R 5 )(CH 2 ) n N(R 5 )(R 6 ), 

-C(0)0-lower alkyl, -(CH 2 ) n OH, -(HC=CH) n C(0)0-lower alkyl, 
octahydro-quinoline, 3,4-dihydro-lH-isoquinoline, 

2,3-benzo-l,4-dioxa-8-aza-spiro[4,5]decane or l,4-dioxa-8-aza-spiro[4,5]decane; 

X is O, S or two hydrogen atoms; 

20 R 5 , R 6 are independently from each other hydrogen or lower alkyl, 

R 7 is lower alkyl, lower alkoxy, -C(0)-lower alkyl, -C(0)0-benzyl, -C(0)0-lower alkyl, 
-(CH2) n NR 5 R 6 , pyridinyl, optionally substituted by lower alkyl, or is 
-CH 2 N(R 5 )-C(0)0-lower alkyl, -NH-C(phenyl) 3 , pyrrohdinyl, piperidinyl, 
morpholin^d, piperazinyi, optionally substituted by lower alkyl; 

25 n is 0, 1, 2, 3 or 4; 

m is 0 or 1; 

o is 0, 1, 2,3 or 4; 



and their phannaceutically acceptable salts for the manufacture of medicaments for the 
treatment of diseases rdated to the adenosine receptor. 
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2. The use of a compound of the general formula 




according to claim 1, 
wherein 

5 R 1 is hydrogen, lower alkyi, lower alkoxy, halogen, hydroxy or trifluoromethyioxy, 

R 2 , R 3 are independently from each other hydrogen, halogen, lower alkyi or lower alkyloxy; 

R 4 is hydrogen, lower alkyi, halogen, -C(0)OH, -C(0)0-lower alkyi, -NHC(0)-lower 
alkyi, -(CH 2 ) n -OH, or is phenyl, which is optionally attached to the benzo group via 
the linker -(0) m -(CH 2 ) n - and is optionally substituted by N(R 5 )(R 6 ), halogen, alkoxy 
10 or nitro; or is 

a five or six membered aromatic or non aromatic heterocyde, which is attached to the 
benzo group via the linker - i (0) m -(CH 2 )n and is optionally substituted by lower 
alkyi, -C(0)0-benzyi or -NR^ 6 ; 

R is 

15 (a) phenyl, optionally substituted by halogen, lower alkyi, lower alkoxy, 

cyano, -C(0)H, -C(0)OH or by the following groups 
-(CH 2 )„hal 
-(CH 2 ) n OH 

-(CH 2 ) n N(R 5 )-(CH 2 ) 0 -lower alkoxy, 
20 -(CH 2 ) n N(R 5 )(R 6 ), 

-(CH 2 ) n N(R 5 )-(CH 2 ) 0 NR 5 R 6 , 

-(CH 2 )„N(R 5 )-lower alkenyi, 

-(CH 2 ) n N(R 5 )-(CH 2 )o-cycloalkyl, 

-(CH 2 ) n N(R 5 )-(CH 2 ) 0 -S-lower alkyi, 
25 -S(0) 2 -N(R 5 )(R 6 ), 

-(CH 2 ) n N(R 5 )-(CH 2 )o-phenyi, 

-(CH 2 ) n N(R 5 )-(CH 2 ) 0 OH, 

-(CH 2 ) n N(R 5 )-(CH 2 )o-0-CH(OH)-C 6 H 3 (OCH 3 ) 2 , 

-(CH 2 ) n N(R 5 )-(CH 2 )o-0-C(0).C 6 H3(OCH 3 ) 2 , 
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-S(0) 2 -morpholin 

or is phenyl, which is optionally substituted by 

-(CK2) n -nve to seven member ed aromatic or non aromatic heterocyde, and wherein 
the heterocyde may further substituted by hydroxy, -N(R 5 )(R 6 ) or lower alkyl, or by 
5 -(CH2) n N(R 5 )(CH2) 0 -five or six member ed aromatic or non aromatic heterocyde 

and wherein the heterocyde may further substituted by hydroxy, -N(R 5 )(R 6 ) or 
lower alkyl, or 

is 

b) -(CH2) n -five or six membered aromatic or non aromatic heterocyde, with the 
10 exception of the the piperazinyl group in case if n=0, which rings may be optionally 

substituted by halogen, hydroxy, lower alkyl, or by piperazin-l-yl, morpholinyi, 
thiomorpholinyl, thiombrpholin-l-oxo, pyrrolidin-l-yi or by piperidin-l-yi or is 
benzopiperidin-l-yl or benzothien-2-yl, or _ . 

is 

15 c) -(CH 2 ) n +i-phenyi, 

-N(R 5 )(CH 2 ) n -phenyi, optionally substituted by lower alkoxy, 

-0(CH 2 ) D -phenyl, or 

-N(R 5 )C(0)-phenyl,or 

is 

20 d) -N(R 5 )(CH2)ir5-or 6 membered aromatic or non aromatic heterocyde, 

optionally substituted by lower alkyl, -(CH 2 ) n -5-or 6 membered aromatic or non 
aromatic heterocyde 

oris 

e)-N(R 5 )(R 6 ), lower alkyl, lower alkoxy, cydoalkyi, lower alkyi-lower alkoxy, 
25 -N(R 5 )(CH 2 )nN(R 5 )(R 6 ), -C(0)0-lower alkyl, -(CH 2 ) n OH, 

-(HC=CH) n C(0)0-Iower alkyl or -(CH 2 ) n N(R 5 )(R 6 ); 

X is O, S or two hydrogen atoms; 

R 5 , R 6 are independently from each other hydrogen or lower alkyi, 

n is 0, 1, 2, 3 or 4; 
30 m is 0 or 1; 

o is 0, 1,2, 3 or 4; 
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and their pharmaceutical^ acceptable salts for the manufacture of medicaments for the 
treatment of diseases related to the adenosine receptor. 

3. The use of a compound of formula I according to claim 1, wherein R 1 is methoxy, 
X is oxygen and R 2 /R 3 are hydrogen. 

5 4. The use of a compound according to claim 3, wherein R is an unsubstituted or 

substituted five or six membered aromatic heterocyde. 

5. The use of a compound according to claim 4, wherein the compounds are 
N-(4-methoxy-7-morpholin-4-yi-benzothm 

5-methyl-thiophene-2-carboxylic acid (4-methoxy-7-phenyi-benzothiazol-2-yl)-amide, 
10 5-methyl-furan-2-carboxylic acid (4-methoxy-7-phenyl-benzothiazol-2-yl)-amide, 
N-(4-methoxy-7-phenyl-benzothiazol-2-yl)-isonicotin amide, 

5-methyl-thiophene-2-carboxylic acid (4-methoxy-7-pyridin-4-)d-benzothia2ol-2-yi)- 
amide, 

5-methyl-thiophene-2-carboxylic acid (4-methoxy-7-pyridin-3-yl-benzothiazol--2-yi)- 
15 amide, 

5-methyl-thiophene-2-carboxylic acid [4-methoxy-7-(2-methyl-pyridin-4-yl)- 
benzothiazol-2-yl] -amide, 

5 -methyl- thiophene-2-carboxylic acid [ 7- ( 3 - amino-phenyl) -4-methoxy-benzothiazol-2 - 
yl] -amide, 

20 N-(4-methoxy-7-ltoophen-2-yl-benzothiazol-2-^ 
N-[4-methoxy-7-(2-pyridin-2-yl-tfrazol-4-y^ 
isonicotinamide, 

N- [ 4-methoxy- 7- ( 2 -pyrrolidin- 1 -yl- thiazol-4-yl) -b enzothiazol-2-yl] -2-rnethyl- 
isonicotinamide, 

25 N-{4-methoxy-7-[2-(4-methyl-piperazin-l-yl^^ 
isonicotinamide and 

N-[4-methoxy-7-(5-methyl-tiuophen-2-yl)-^^ 

6. The use of a compound according to claim 3, wherein R is an unsubstituted or 
30 substituted five or six membered non aromatic heterocyde. 

7. The use of a compound according to daim 6, which compounds are 
morpholine-4-carboxyiic add (4-methoxy-7-phenyl-benzothiazol-2-yl)-amide, 
thiomorpholine-4-carboxyiic acid (4-methoxy-7-phenyl-benzothiazol-2-yl)-amide > 
1-oxo-ll 4-thiomorpholine-4-carboxylic acid (4-methoxy-7-phenyl-benzothiazol-2-yl)- 
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amide, 

morpholine-4-carboxyJic acid {4-methoxy-7-[2-(6-methyJ-pyn'd^ 
benzothiazol-2-yl}-amide, 

morpholine-4-carboxyiic acid [4-methoxy-7-(2-pyridin-2-yi-thiazol^yl)-benzothiazol-2- 
5 yl] -amide, 

morpholine-4-carboxylic acid {4-methoxy-7- [2-(4-methyi-piperazin- 1 -yl)-thiazol-4-yi] - 
benzothiazol-2-yl} -amide, 

morpholine-4-carboxyiic acid [4-methoxy-7-(2-piperidin-l-yl-thiazol-4-yl)-benzothiazol- 
2-yl]-amide, 

10 morpholine-4-carboxyiic acid [4-methoxy-7-(5-methyl-thiophen-2-}d)-benzothiazol-2- 
yl] -amide, 

4-(4-methoxy-7-morpholin-4-yl-benzothiazol-2-^^ 
acid tert-butyl ester, 

l-acetyl-piperidine-4-carboxylic acid (4-methoxy-7-morpholin-4-yl-benzothia2ol-2-yi> 
15 amide, 

4-oxo-piperidine-l-carboxyiic acid (4-methoxy-7-morpholin-4-yl-benzothiazol-2-yl)- 
amide and 

1- oxo-lX 4 -thiomorpholine-4-carboxylic acid (4-methoxy-7-piperidin-l-yl-benzothia2ol- 

2- yl)-amide. 

20 

8. The use of compounds according to claim 3, wherein R is methoxy. 

9. The use of compounds according to claim 8, which compounds are 
rac-[7-(2-bromo-l-hydroxy-e1^yl)-4-methoxy-benzothiazol-2-)4]-carbamic acid methyl 

25 ester, 

{ 4-rnethoxy- 7- [ 2- ( 6-methyl-pyridin- 3 -yl) - thiazol-4-yl] -benzotbiazol-2-yl}-carbamic acid 
methyl ester, 

[4-methoxy-7-(2-pyridin-2-yl-1&azol-4^^ acid methyl ester, 

[4-methoxy-7-(2-piperidm-l-yl-tW acid methyl 

30 ester and 

{4-methoxy-7-[2-(4-methyl-piperazin-^ 
acid methyl ester. 

10. The use of a compound according to claim 3, wherein R is 
phenyl, optionally substituted by halogen, CF 3 , -CH 2 OH, -CH2NHCH2CH2OCH3, 
35 -CH 2 NHCH 2 CH 2 OH, -CH 2 NHCH 2 -pyridinyl, -CH 2 NH 2 , -CH 2 NHCH 2 CH 2 SCH 3 , 
-CH 2 N(CH 3 )CH 2 CH 2 SCH 3 , -CH 2 N(CH 3 )CH 2 CH 2 OCH 3 , 
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-CH 2 N(CH 2 CH 3 )CH 2 CH 2 OCH 3) -CH 2 NHCH 3 , -CH 2 SCH 2 CH 2 N(CH 3 ) 2 , -CH 2 OCH 3 , 
-CH 2 OCH 2 CH 2 OCH 3 or -CH 2 N(CH 3 )C(0)OCH 3 . 

11. The use of a compound according to claim 10, which compounds are 
4-hydroxymethyl-N-(4-methoxy-7-phen^ 
5 4-fluoro-N-(4-methoxy-7--phenyl-benzothia2ol-2-yl)-benzamide, 

2-(4-fluoro-benzoyIamino)-4-methoxy-benzothiazole-7-carboxylic acid methyi ester, 

4-[(2-methoxy-ethyiamino)-me%l]-N-(4-methoxy«7-phen)4-benzothiazol-2-yl)- 
benzamide, 

4-[(2-hydroxy-ethylamino)-methyl]-N-^ 
benzamide, 

N-(4-methoxy-7-phenyl-benzothiazol-2^ 
benzamide, 

N-(4-methoxy-7-phenyl-benzothiazol-2-^ 
benzamide, 

4-aminomethyl-N-(4-methoxy-7-phenyl-benzothiazol-2-yi)--benzamide, 
N-(4-methoxy-7-phenyl-benzothiazol»2-yi)-4- [(2-methylsulfanyl-ethyiamino)-methyl] - 
benzamide, 

' 4-{ [(2-methoxy-ethyi)-methyl-amino]-me^ 
benzothiazol-2-yl)-benzamide, 
N-[7-(2-amino-thiazol-4-yl)-4-methoxy-benzoto^ 

4-fluoro-N-{4-methoxy-7- [2-(6-methyl-pyridin-3-yl)-thiazol-4-yl] -benzothiazol-2-yl}- 
benzamide, 

4-£luoro-N-(4-methoxy-7-tWophen-2-yl-benzothiazol-2-yl)-benzamide, 
4-fluoro-N-{4-methoxy-7- [2-(4-methyl-piperazin-l-yl)-thiazol-4-yl] -benzothiazol-2-yl}- 
benzamide, 

4-{[(2-methoxy-ethyl)-methyl-amino]-m^ 
yl) -thiazol-4-yl] ~benzothiazol-2-yl} -benzamide, 

4-{ [(2-methoxy-ethyI)-methyi-amino] -methyl}-N-(4-methoxy-7-thiophen-2-yl- 
benzothiazol-2-yl)-benzamide, 
4-{[(2-methoxy-ethyl)-methyl-amino]-methy^ 
4-yl)-benzothiazol-2-yi] -benzamide, 
N-(4-methoxy-7-morpho]in-4-yl-benzot^ 

4-fluoro-N-(4-methoxy-7-moipholin-4-yl-benzothiazol-2-yl)-benzaniide, 
N-(4-methoxy-7-moi^ho]in-4-yl-benzothiazol-2-)d)-benzamide, 
4-cHoro-3-{ [ethyl- (2-methoxy-ethyI)-^^ 
benzothiazol-2-yl)-benzamide, 
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N-(4-methoxy-7-morphoIin-4-yi-benzothiazol-2-yi^^ 
4-cMoro-N-(4-methoxy-7-morpto 

4-chloro-3-{ [(2-methoxy-ethyl)-methyl-amino] -methyl}-N-(4-methoxy-7-moipholin-4- 
5 yl-benzothiazol-2-yl)-benzamide, 
4-cMoro-3-[(2-methoxy-ethylam 
benzothiazol-2-yl)-benzamide, 

3- [ (2-methoxy-ethyiamino)-methyl] -N-(4-methoxy-7-morpholin-4-yl-benzothiazol-2- 
yl)-benzamide, 

10 3-{[(2-methoxy-ethyi)-methyi-amino]-meth^ 
benzothiazol-2-yl)-benzamide, 

4- [(2-ethoxy-ethyiammo)-^ 
benzamide, 

N-(4-methoxy-7-morpholin-4-yl-benzothiazol-2-yl)-4-methyiamm 
15 4-(2-dimethylamino-etliylsulfanylm 
2-yl)-benzamide, 

4-{ [(2-ethoxy-ethyi)-ethyl-amino] -meth)d}-N-(4-methoxy-7-morpholin-4-yi- 
benzothiazol-2-yi)-benzamide> 

4-{[(2-ethoxy-ethyl)-methyl-amino]-methyl}-N-(4-methoxy-7-m 
20 benzothiazol-2-yi)-benzamide, 

4-(2-methoxy-ethoxymethyl)-N-(4-methoxy-7-morpholin 
benzamide, 

4-methoxymethyl-N-(4-methoxy-7-^ 

N-(4-methoxy-7-thiomorpholm and 
25 [4- (4-methoxy-7-morpholin-4-yl-benzothiazol-2 -ylcarbamoyi) -benzyl] -methyl-carbamic 
acid methyl ester. 

12. The use of a compound according to claim 3, wherein R is phenyl, substituted by 
an optionally substituted -(CH2) n -five to seven membered aromatic or non aromatic 
heterocycle. 

30 13. The use of a compound according to claim 12, which compounds are 

4-imidazol-l-yi-methyl-N-(4-metho^ 

4-(4-hydroxy-piperidin-l-yl-meth^ 

benzamide, 

4- [ 1 ,4] diazepan- l-yl-methyl-N-(4-methoxy-7-phenyl-benzothiazol-2-yl)-benzamide, 
35 4- ( 3 (S) -dimethylamino -pyrrolidin- 1 -yl-methyl) -N- (4-methoxy-7-phenyl-benzothiazol-2- 
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yl) -benzamide, 

N- {4-methoxy-7- [2- (6-methyl-py^ 
pyrrolidin- 1-yl-methyl-benzamide, 
N-(4-methoxy-7-thiophen-2-yl-benzothiazol-2^ 
N-[4-mel3ioxy-7-(2-pyridin-2-yl-thiazol-4^ 
methyi-benzamide, 

4-chloro-N-(4-methoxy-7-morpholin-4-y^ 
benzamide, 

N-(4-methoxy-7-morpholin-4-yl-benzothiazol-2-yl)-3-pyrrolidin-l-yl^ 

N-(4-methoxy-7-morpholin-4-yl-benzothi^^ 

benzamide and 

N-(4-methoxy-7-morphoUn-4-yl-ben^ 
benzamide. 

14. The use of a compound according to claim 1, wherein R 4 is an optionally 
substituted five to seven membered aromatic or non aromatic heterocycle. 

15. The use of a compound according to claim 14, wherein the heterocycle is 
morpholine or piperazine. 

16. A medicament containing one or more compounds as claimed in any one of 
claims 1-15 and pharmaceutical^ acceptable excipients for the treatment of diseases 
related to the adenosine receptor. 

17. Novel compounds of formula IA in accordance with claim 1 



R 1 is hydrogen, lower alkyl, lower alkoxy, benzyloxy, cycloalkyioxy, halogen, hydroxy or 
trifluoromethyloxy; 

R 2 , R 3 are independently from each other hydrogen, halogen, lower alkyi or lower alkyloxy; 

R 4 is hydrogen, lower alkyl, lower alkenyl, halogen, -C(0)4ower alkyl, 

-C(0)-halogen-lower alkyl, -CH(OH)-halogen-lower alkyi, -C(0)0-lower alkyl, 




wherein 
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-NHC(0)-lower alkyl, -(CH 2 )„-OH, 

or is phenyl, which is optionally attached to the benzo group via the linker 

fr\\ r/—u i ij n l i_ j i •kt/t>5\/t»6\ i. .i 

- \^ Im'V^'-yiJa' «> upuuiioiijr auuauiuicu uy ivym ), naiugen Or nitTO, 

or is 2,3-dihydro-lH-indolyi, azepan-l-yl, [l,4]oxazepan-4-yi, or is 

a five or six membered aromatic or non aromatic heterocyde, which may be 

attached to the benzo group via the linker -(0) m -(CH 2 ) n or -N=C(CH 3 )- 

and is optionally substituted by one or two group(s) R 7 , wherein R 7 is defined below; 

R' is 

(a) phenyl, optionally substituted by halogen-lower alkyl, -C(0)H or by die 
following groups 

-(CH 2 ) n -C(0)-N(R 5 )-(CH 2 ) n loweralkoxy, 
-(CH 2 ) n O-halogen-lower alkyl, 
-(CH 2 ) n O-(CH 2 ) n+1 0-lower alkyl, 
-S(O) 2 -N(R 5 )-(CH 2 ) a 0-lower alkyl, 
-(CH 2 )„OR 5 , 

-(CH 2 ) n N(R 5 )-(CH 2 ) 0 -lower alkoxy, 

-(CH 2 ) n N[(CH 2 )o-lower alkoxy] 2 , 

-(CH 2 )MS(OhCH 3 }2, 

-(CH 2 ) n N[R 5 ][S(0) 2 CH 3 ], 

-(CH 2 )„N(R 5 )-lower alkenyi, 

-(CH 2 ) n N(R s )-(CH 2 ) 0 -cycloalkyl, 

-(CH 2 ) n N(R 5 )-C(0)0-lower alkyi, 

-(CH 2 ) n -S-(CH 2 ) n -N(R 5 )(R 6 ), 

-(CH 2 ) n N(R 5 )-(CH 2 ) 0 -S-lower alkyl, 

-(CH 2 )„N(R 5 )-S(0) 2 CH 3 

-(CH 2 ) n N(R 5 )-(CH 2 ) 0 -phenyl, 

-(CH 2 ) n N(R 5 )-(CH 2 ) 0 OH, 

-(CH 2 )„N(R 5 )-(CH 2 ) 0 CH(OH)-CF 3 , 

-(CH 2 ) n N(R s )-(CH 2 )o-CF 3 , 

-(CH 2 ) n N(R 5 )-(CH 2 ) 0 -0-CH(OH)-C6H 3 (OCH 3 ) 2 , 

-(CH 2 ) n N(R s )-(CH 2 ) 0 -0-C(0)-C 6 H 3 (OCH 3 ) 2 , 

-N(R 5 )-C(0)-morpholin, 

- N(R 5 )-C(0)-N(R 5 )-phenyl, substituted by alkoxy, 

-S(0) 2 -morpholin, 
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or is phenyl, which is optionally substituted by 

-(CR 5 R 6 ) n -five to seven membered aromatic or non aromatic heterocyde, and 
wherein the heterocyde may further substituted by hydroxy, -N(R 5 )(R 6 ) or lower 
alkyl, or by -(CH 2 ) n N(R 5 )(CH 2 ) 0 -five or six membered aromatic or non aromatic 
heterocyde and wherein the heterocyde may further substituted by hydroxy, 
-N(R 5 )(R 6 ) or lower alkyl, 

or is -N(R 5 )-phenyl, which is optionally substituted by lower alkoxy, or 
is 

b) -(CH 2 ) n -five or six membered aromatic or non aromatic heterocyde, with the 
exception of the the piperazinyl group in case if n=0, which rings may be optionally 
substituted by 

2-oxo-pyrrolidin, piperidinyl, phenyl, -(CH 2 ) n OH, halogen, CF 3 , =0, lower alkyl, 
cydoalkyl, -(CH 2 ) n -0-lower alkyl, -(CH 2 )„NH 2 , -(CH 2 ) n CN, -C(0)0-lower alkyl, 
-CH 2 -0-S(0) 2 CH 3 , -C(0)-lower alkyl, -C(0)-(CH 2 ) n -lower alkoxy, 
-CH 2 -N(R 6 )C6H4F, -CH 2 -N(R 6 )C(0)0-lower alkyl, 

-N(R 6 )-C(0)-N(R 5 )-(CH 2 ) n -0-lower alkyl, -or by tetrahydrofhran, substituted by 
4-Cl-phenyl, or by piperazin-l-yl, morpholinyl, thiomorpholinyl, 
thiomorpholin-l-oxo, pyrrolidin-l-yl or by piperidin-l-yl or is 
benzopiperidin- 1 -yl or benzothien-2-yl, or 

is 

c) -N(R 5 )(CH 2 ) n +i-phenyl, optionally substituted by lower alkoxy, 
-0(CH 2 ) n -phenyl, or 

-N(R 5 )C(0)-phenyl, or 

is 

d) -N(R 5 )(CH 2 ) n -5-or 6 membered aromatic or non aromatic heterocyde, 
optionally substituted by lower alkyl, -(CH 2 ) n -5-or 6 membered aromatic or non 
aromatic heterocyde 

oris 

e) -0-(CH 2 ) n -lower alkoxy, lower alkyl-lower alkoxy, -N(R 5 )(CH 2 )„N(R 5 )(R 6 ), 
-(CH 2 ) n OH, -(HC=CH) n C(0)0-lower alkyl, octahydro-quinoline, 
3,4-dihydro-lH-isoquinoline, 2,3-benzo-l,4-dioxa-8-aza-spiro[4,5]decane or 

1 ,4-dioxa-8-aza-spiro [4,5 ] decane. 

is O, S or two hydrogen atoms; 
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R 5 , R 6 are independently from each other hydrogen or lower alkyl, 

R 7 is lower alkyl, lower alkoxy, -C(0)-lower alkyl, -C(0)0-benzyl, -C(0)0-lower alkyl, 
-(CH 2 ) n NR 5 R 6 , pyridinyi, optionally substituted by lower alkyl, or is 
-CH 2 N(R 5 )-C(0)0-lower alkyl, -NH-C(phenyi) 3 , pyrrolidinyl, piperidinyl, 
5 morpholinyl, piperazinyl, optionally substituted by lower alkyl; 

n is 0, 1, 2, 3 or 4; 

m isOorl; 

o is 0, 1, 2, 3 or 4; 

and to their pharmaceutical^ acceptable salts for the manufacture of medicaments for the 
1 0 treatment of diseases related to the adenosine receptor. 

18. Novel compounds of formula IA according to claim 17, 




wherein 

R 1 is hydrogen, lower alkyl, lower alkoxy, halogen, hydroxy or trifluoromethyioxy, 

1 5 R 2 , R 3 are independently from each other hydrogen, halogen, lower alkyl or lower alkyloxy, 

R 4 is hydrogen, lower alkyl, halogen, -C(0)OH, -C(0)0-lower alkyl, -NHC(0)-lower 
alkyl, -(CH 2 ) n -OH, or is phenyl, which is optionally attached to the benzo group via 
the linker -(0) m -(CH 2 ) n - and is optionally substituted by N(R 5 )(R 6 ), halogen or 
nitro; or is 

20 a five or six membered aromatic or non aromatic heterocycle, which is attached to the 

benzo group via the linker -(0) m -(CH 2 ) n and is optionally substituted by lower 
alkyl, -C(0)0-benzyl or -NR^ 6 ; 

R' is 

(a) phenyl, substituted by -C(0)H, or by the following groups 
25 -(CH 2 ) n OH 

-(CH 2 ) n N(R 5 )-(CH 2 ) 0 -lower alkoxy, 
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-(CH 2 )nN(R 5 )-lower alkenyi, 
-(CH 2 ) n N(R 5 )-(CH 2 ) 0 -cycIoalfcyl, 
-(CH 2 )„N(R 5 MCH 2 ) 0 -S-lower alkyi, 
-(CH 2 ) n N(R 5 )-(CH 2 ) 0 -phenyl, 
5 >(CH 2 ) n N(R 5 ).(CH 2 ) 0 OH, 

-(CH 2 ) n N(R 5 ).(CH 2 ) 0 «0-CH(OH)-C 6 H 3 (OCH 3 ) 2 , 

"(CH 2 ) n N(R 5 ).(CH 2 ) 0 -0-C(0)-C 6 H 3 (OCH3) 2 , 

-S(0) 2 -morpholin 

or is phenyl, which is optionally substituted by 
10 -(CH 2 ) n -five to seven membered aromatic or non aromatic heterocycle, and wherein 

the heterocycle may further substituted by hydroxy, ~N(R 5 )(R 6 ) or lower alkyi, or by 
-(CH 2 ) n N(R 5 )(CH 2 ) 0 -five or six membered aromatic or non aromatic heterocycle 
and wherein the heterocycle may further substituted by hydroxy, -N(R 5 )(R 6 ) or 
lower alkyi, or 

15 is 

b) a five or six membered aromatic or non aromatic heterocycle, with the 
exception of the the piperazinyi group, wherein the aromatic 
heterocycle is substituted by piperazin-l-yi, morpholinyl, thiomorpholinyl, 
thiomorpholin-l-oxo, pyrrolidin-l-yl or by piperidin-l-yl or is benzopiperidin-l-yl 

20 or benzothien-2-yl, or 

is 

c) -N(R 5 )(CH 2 ) n +r phenyl, optionally substituted by lower alkoxy, 

-0(CH 2 ) n +rphenyl, or - , 

-N(R 5 )C(0)-phenyl, or 

25 is 

d) -N(R 5 )(CH 2 ) n -5-or 6 membered aromatic or non aromatic heterocycle, 
optionally substituted by lower alkyi, -(CH 2 ) n -5-or 6 membered aromatic or non 
aromatic heterocycle, 

or is 

30 e) lower alkyl-lower alkoxy, -N(R 5 )(CH 2 ) n N(R 5 )(R 6 ), -(CH 2 ) n OH or 

-(HC=CH) n C(0)0-lower alkyi; 

X is O, S or two hydrogen atoms; 



are independently from each other hydrogen or lower alkyi, 
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m isOorl; 

o is 0, 1, 2, 3 or 4; 

and their pharmaceuticafly acceptable salts. 

19. Compounds of formula IA in accordance with claim 17, wherein R 1 is methoxy, 
X is oxygen and R 2 /R 3 are hydrogen. 

20. Compounds of formula IA in accordance with claim 19, wherein R' is an 
unsubstituted or substituted five or six membered aromatic heterocyde. 

21. Compounds of formula IA in accordance with claim 20, which compounds are 
N-(4-metlioxy-7-morpholin-4-yl-benzothiazol-2^ 

5-methyl-thiophene-2-carboxylic acid (4-methoxy-7-phenyi-benzothiazol-2-yl)-amide, 
5-methyl-fiiran-2-carboxylic acid (4-methoxy-7-phenyi-benzotMazol-2-yl)-amide, 
N-(4-melhoxy-7-phenyl-benzothia2ol-2-^)-isonicotinamide, 

5-methyl-thiophene-2-carboxylic acid (4-methoxy-7-pyridin-4-)d-benzothia2ol-2-)d)-- 
amide, 

5~methyl-thiophene-2-carboxylic acid (4-methoxy-7-pyridin-3-yl-benzothiazol-2-yl)- 
amide, 

5-methyl-thiophene-2-carboxylic acid [ 4-methoxy- 7- (2-methyl-pyridin-4-yl) - 
benzothiazol-2-yl] -amide, 

5-methyl-thiophene-2-carboxylic acid [ 7- ( 3 -amino-phenyl) -4-methoxy-benzothiazol-2- 
yl] -amide, 

N-(4-methoxy-7-thiophen-2-yl-benzofo^ 

N- [4-methoxy-7-(2-pyridin-2-yl-thiazol-4-)d)-ben2otHazol-2-yl] -2-methyl- 
isonicotinamide, 

N-[4-methoxy-7-(2-pyiTohdin-l-yl-tW 
isonicotinamide, 

N- {4-methoxy-7- [2- (4-methyl-piperazin- 1 -yl) -thiazol-4-yi] -benzothiazol-2-yl} -2-methyl- 
isonicotinamide and 

N- [4-methoxy-7- (5-methyl-thiophen-2-yl)-benzothiazol-2-)d] -2-methyl-isomcotmamide. 

22. Compounds of formula IA in accordance with claim 17, wherein R' is an 
unsubstituted or substituted five or six membered non aromatic heterocyde. 
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23. Compounds of formula IA in accordance with claim 22, which compounds are 
morpholine-4-carboxylic acid (4-methoxy-7-phenyl-benzothiazol-2-yl)^amide, 
thiomorpholine-4-carboxylic acid (4-methoxy-7-phenyl-benzothiazol-2-yl)-amide, 

1- oxo-ll 4-thiomorphoIine-4-carboxyIic acid (4-methoxy-7-phenyl-benzothiazol-2-yl)- 
amide, 

morpholine-4-carboxylic acid {4-methoxy-7-[2-(6-methyl-pyridin-3-yl)-thiazol-4-yl]- 
benzothiazol-2-yl} -amide, 

morpholine-4-carboxylic acid [4-methoxy-7-(2-pyridin-2-)d-thiazol-4-)d)-benzothiazol-2- 
yl] -amide, 

morpholine-4-carboxyiic acid {4-methoxy-7-[2-(4-methyl-piperazin-l-yl)-thiazol-4-yl]- 
benzothiazol-2-yl} -amide, 

morpholine-4-carboxyiic acid [4-methoxy-7-(2-piperidbb-l-yi-thiazol-4-yl)-benzothiazol- 

2- yl] -amide, 

morpholine-4-carboxylic acid [4-methoxy-7-(5-methyl-thiophen-2-yl)-benzothiazol-2- 
yl] -amide, 

4- (4-metiioxy-7-morpholin-4-yl-benzothiazol-2-yl-carbamoyl) -piperidine- 1 -carboxyiic 
acid tert-butyl ester, 

1 -acetyl -piperidine-4-carboxylic acid (4-methoxy-7-morpholin-4-yl-benzothiazol-2-yl)- 
amide, 

4-oxo-piperidine-l-carboxylic acid (4-methoxy-7-morpholin-4-yl-benzothiazol-2-)d)- 
amide and 

1- oxo-lX 4 -thiomorpholine-4-carboxylic acid (4-methoxy-7-piperidin-l-yl-benzothiazol- 

2- yl)-amide. 

24. Compounds of formula IA in accordance with claim 17, wherein R 9 is 
phenyl, optionally substituted by -CH 2 OH, -CH 2 NHCH 2 CH 2 OCH3, 
-CH 2 NHCH 2 CH 2 OH, -CH 2 NHCH 2 -pyridinyl, -CH 2 NH 2 , -CH 2 NHCH 2 CH 2 SCH 3 , 
-CH 2 N(CH 3 )CH 2 CH 2 SCH 3 , -CH 2 N(CH 3 )CH 2 CH 2 OCH 3 , 

-CH 2 N(CH 2 CH 3 )CH 2 CH 2 OCH 3 , -CH 2 NHCH 3 , -CH 2 SCH 2 CH 2 N(CH 3 ) 2 , -CH 2 OCH 3 , 
-CH 2 OCH 2 CH 2 OCH 3 or -CH 2 N(CH 3 )C(0)OCH 3 . 

25. Compounds of formula IA in accordance with claim 24, which compounds are 
4-hydroxymetfayl-N-(4-methoxy-7-phenyl-benzothiazol-2-yl)-benzamide, 

4- [ (2-methoxy-ethylamino)-methyl] -N-(4-methoxy-7-phenyi-benzothiazol-2-yl)- 
benzamide, 

4- [ ( 2-hydroxy-ethylamino)-methyl] -N-(4-methoxy-7-phenyl-benzothiazol-2-yl)- 
benzamide, 

N-(4-methoxy-7-phenyi-benzothiazol-2-yl)-4-{ [(pyridin-4-ylmethyl) -amino] -methyl}- 
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benzajriide, 

N-(4.--methoxy-7-phenyl-benzotWazoK 
bcnzamide, 

4-aminomethyi-N-(4-methoxy-7-phenyi-benzothia2ol-2-yl)-benzamide, 

N-(4-methoxy-7-phenyl-benzothiazol-2-ylM^ 

benzamide, 

4-{[(2-methoxy-ethyi)-methyl-amino]-methyl}-N-(4-methoxy-7-morpholin-4-yi- 
benzothiazol-2-yi)-benzamide, 

N-[7-(2 -amino-thiazol-4-yi)-4-methoxy-benzothia^^ 

4-fluoro-N-{4-metho:^-7-[2-(6-met^ 

benzamide, 

4-{[(2-metho^-eth^ 

yl)-thiazol-4-)d]-benzothiazol-2-yi}-benzamide, 
4-{[(2-Methoxy-ethyl) -methyl-am^ 
b enzo thiazol-2 -yi) -benzamide, 
4-{[(2-methoxy-ethyl)-meth^ 
4-yl)-benzothiazoI-2-yI] -benzamide, 
N-(4-methoxy-7-moi^holin-4-yl-benzoto 

N-(4-methoxy-7-morpholm-4-yl-benzothiazol-2-yl)-benzamide, 

4-cMoro-3-{[ethyl-(2-methoxy-eth^^ 

benzot±uazol-2-yi)-benzamide, 

N-(4-methoxy-7-morpholm-^^ 

4-chloro-N-(4-metho:^-7-moiph^^ 

benzamide, 

4-cMoro-3-{[(2-methoxy-ethyl)-me%K 
yl-benzottaazol-2-yl) -benzamide, 

4-chloro-3- [(2-methoxy-ethylamino)-methyl] -N- ( 4- methoxy- 7-morpholin-4-yl- 
benzothiazol-2-yl)-beiizamide, 

3- [(2-methoxy-ethylamino)-methyi] -N-(4-methoxy-7-morpholin-4-yl-benzothiazol-2- 
yl)-benzamide, 

3 - { [ ( 2-methoxy-ethyl) -methyl-amino ] -methyl}-N-(4-methoxy-7-moipholin-4-yi- 
benzothiazol-2-yl)-benzamide, 

4- [(2-ethoxy-eAylammo)-meti^ 
benzamide, 

N-(4-methoxy-7-morpholin-4-yi-benzothiazol-2-yI)-4-methyiaminometh^ 

4-(2-dimethylamino-ethylsulfanylmeth)4)-N-(4-methoxy-7-m 

2-yl) -benzamide, 
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4-{[(2-ethoxy-ethyl)-ethyl-amino]-methyl}-N-(4-methoxy^ 

benzothiazol-2-yl)-benzamide, 

4-{[(2-ethoxy-ethyl)-methyl-amino^ 

benzothiazol-2-yl)-benzamide, 

4-(2-methoxy-ethoxymethyl)-N-(4-metho 

benzamide, 

4-methoxymethyl-N-(4-methoxy-7-mo 

N-(4-methoxy-7-thiomorpholin-4-yl-benzotliiazol-2-yl)-benzamide and 

[4-(4-methoxy-7-morpholin-4-yl-benzothiazol-2^ 

acid methyl ester. 

26. Compounds of formula IA in accordance with claim 17, wherein R* is phenyl, 
substituted by a optionally substituted -(CR 5 R 6 ) n -five to seven membered aromatic or non 
aromatic heterocycle. „ . 

27. Compounds of formula IA in accordance with claim 26, which compounds are 

4-imidazol- l-yimethyl-N-(4-methoxy^ 

4-(4-Hydroxy-piperidin-l-ylmethyi)-N-(^ 

benzamide, 

4- [ 1 ,4] diazepan-l-ylmethyl-N-(4-methoxy-7-phenyl-benzotWazol-2-yl)-benzamide, 
4- ( 3 ( S) -dimethylammo-pyrroUdm- 1 -ylmethyl)-N- (4-methoxy-7-phenyl-benzothiazol-2- 
yl)-benzamide, 

N-{4-melhoxy~7-[2-(6-methyl-pyridin^ 
pyrrolidine 1 -yi-methyl-benzamide, 

N- (4-methoxy-7-tMophen-2-)d-beiizothiazol-2-yl) -4-pyrrolidin- 1 -yl-methyl-benzamide, 
N- [4-methoxy-7-(2-pyridin-2-yl-thiazol-4-yl)-benzothiazol-2-yl] -4-pyrrolidin-l-yl- 
methyl-benzamide, 

4-cMoro-N-(4-methoxy-7-morpholin-4-yl-b^ 
benzamide, 

N-(4-methoxy-7-moipholin-4-yl-benzothi^ 
N-(4-methoxy-7-moipholin-4-yl-benzotW 
benzamide and 

N-(4-methoxy-7-morpholin-4-yl-benzoth^ 
benzamide. 

28. Compounds of formula IA in accordance with claim 17, wherein R 4 is an 
optionally substituted five to seven membered aromatic or non aromatic heterocycle. 
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29. Compounds of formula IA in accordance with claim 28, wherein the five to seven 
membered aromatic or non aromatic heterocyde is morpholine or piperazine. 

30. A process for preparing a compound of formulas I and I-A as defined in claims 1 
and 17, which process comprises 

5 a) reacting a compound of formula 




with a compound of formula 



CI— "-CI 
ill 



and an amine of the formula R^ 6 ]^ or an appropiate cyclic amine 
10 to a compound of formula 



r3 ju S 



R" 1-1 

or to compounds of formula 1-1, wherein the group -NR^ 6 is replaced by a cyclic amine, 

wherein R 1 - R 6 and X have the significances given above, or 
b) reacting a compound of formula 



15 

with a compound of formula 




i 

R' C — CI 



VI 
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to a compound of formula I-A, wherein R l - R 4 , R and X have the significances given 
above, or 

c) reacting a compound of formula 



cr 

VII 

5 with a compound of formula 

R^SnBu, / Pd 

to a compound of formula 




wherein R 1 - R 5 have the significances given above, or 
10 d) hydrogenating a compound of formula 1-3 with H 2 /Pd/C to give a compound of 

formula 




1-2 



R*" s H 



wherein R - R have the significances given above, or 

e) reacting a compound of formula 1-3 with N-bromosucdnimide/H 2 0 to give a 
1 5 compound of formula 
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wherein R 1 - R 5 have the significances given above, or 

f) oxidizing a compound of formula 1-4 to a compound of formula 




1-5 



wherein R 1 - R 5 have the significances given above, or 

g) reacting a compound of formula 1-5 with a compound of formula 

JL 



H 2 N "R' 



to a compound of formula 




wherein R 1 - R 5 and R 7 have the significances given above, or 

h) reacting a compound of formula 1-5 with a compound of formula 



H,N N 
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to a compound of formula 




wherein R 1 - R 6 have the significances given above, or 

i) reacting a compound of formula 1-5 with a compound of formula 

NHBoc 



to a compound of formula 



H 2 N NH 




XIV 



and 



cleaving off the boc-group to a compound of formula 




I-8 



10 wherein R 1 - R 5 have the significances given above, or 

j) modifying one or more substituents R l - R7 6 within the definitions given above, 
and 
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if desired, converting the compounds obtained into pharmaceutical^ acceptable acid 
addition salts. 

31. A compound according to any one of claims 17 - 29, whenever prepared by a 
process as claimed in claim 30 or by an equivalent method. 

32. The use of a compound in any one of claims 17 - 29 for the treatment of diseases. 

33. The use of a compound in any one of claims 17 - 29 for the manufacture of 
corresponding medicaments for the treatment of diseases related to the adenosine A2A 
receptor. 

34. The invention as hereinbefore described. 
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of diseases. 
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Compounds of formula (I) or (I -A) wherein R-R'=phenyl 
(optionally substituted) and X = two hydrogen, processes for 
preparing these compounds, and their use for the treatment 
of diseases. 



3. Claims: 1-3,14-19,28-33 (partially), 4,5,20,21 

Compounds of formula (I) or (I -A) wherein 
R=R ,= -(CH2)n-unsubstituted or substituted five or six 
membered aromatic heterocycle, processes for preparing these 
compounds, and their use for the treatment of diseases. 



4. Claims: 1-3,14-19,28-33 (partially), 6,7,22,23 

Compounds of formula (I) or (I -A) wherein 
R*R'=-(CH2)n-unsubstituted or substituted five or six 
membered non-aromatic heterocycle, processes for preparing 
these compounds, and their use for the treatment of diseases. 



5. Claims: 1-3,14-19,28-33 (partially) 

Compounds of formula (I) or (I-A) wherein R=R'=(CH2)n+l 
-phenyl, processes for preparing these compounds, and their 
use for the treatment of diseases. 



6. Claims: 1-3,14-19,28-33 (partially) 

Compounds of formula (I) or (I-A) wherein R=R'=N-(R5)C-- (as 
far as not comprised in inventions 3 or 4 for n=0), 
processes for preparing these compounds, and their use for 
the treatment of diseases. 



7. Claims: 1-3,14-19,28-33 (partially) 

Compounds of formila (I) or (I-A) wherein R=R ,s 
(CH2)n-N-(R5)C— , as far as not comprised in inventions 3,4 
or 6, processes for preparing these compounds, and their use 
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for the treatment of diseases. 



8. Claims: 1-3,14-19,28-34 (partially), 8,9, 

Compounds of formula (I) or (I -A) wherein 
R=R ,= (CH2)n-0-(CH2)n-phenyl or methoxy, processes for 
preparing these compounds, and their use for the treatment 
of diseases. 



9. Claims: 1-3,14-19,28-33 (partially) 

Compounds of formula (I) or (I -A) wherein R=R'*lower alkyl, 

cycloalkyl, processes for preparing these compounds, and 
their use for the treatment of diseases. 



10. Claims: 1-3,14-19,28-33 (partially) 

Compounds of formula (I) or (I -A) wherein R=R'--C00- or 
-(CH=CH)-C00-, processes for preparing these compounds, and 
their use for the treatment of diseases. 



11. Claims: 1,17,30-33 (partially) 

Compounds of formula (I) or (I -A) wherein 

R«R 1 =oc tahydroqui nol i ne, 3,4-di hydro- lH-i soquinol i ne, 

2 . 3- benzo- 1 , 4- di oxa- 8 - aza- s pi ro [4 , 5] decane or 

1.4- dioxa-8-aza-spiro[4,5]decane, processes for preparing 
these compounds, and their use for the treatment of diseases- 
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Continuation of Box 1.2 
Claims Nos.: 34 



The initial phase of the search revealed a very large number of documents 
relevant to the issue of novelty of claims 1,2,17,18,31-33. So many 
documents were retrieved that it is impossible to determine which parts 
of the claim(s) may be said to define subject-matter for which protection 
might legitimately be sought (Article 6 PCT). For these reasons, a 
meaningful search over the whole breadth of these claim(s) is impossible. 

Present claims 1,2,17,18,31-33 relate to an extremely large number of 
possible compounds/ therapeutic applications. Support within the meaning 
of Article 6 PCT and/or disclosure within the meaning of Article 5 PCT is 
to be found, however, for only a very small proportion of the 
compounds/ therapeutic applications claimed. In the present case, the 
claims so lack support, and the application so lacks disclosure, that a 
meaningful search over the whole of the claimed scope is impossible. 

Present claims 1-29,31-33 relate to a product/ therapeutic application 
defined by reference to a desirable characteristic or property, namely 
diseases related to the adenosine receptor. 
The claims cover all product/therapeutic application having this 
characteristic or property, whereas the application provides support 
within the meaning of Article 6 PCT and/or disclosure within the meaning 
of Article 5 PCT for only a very limited number of such 
products/therapeutic applications. In the present case, the claims so 
lack support, and the application so lacks disclosure, that a meaningful 
search over the whole of the claimed scope is impossible. Independent of 
the above reasoning, the claims also lack clarity (Article 6 PCT). An - 
attempt is made to define the therapeutic application by reference to a 
result to be achieved. Again, this lack of clarity in the present case is 
such as to render a meaningful search over the whole of the claimed 
scope impossible. 

there is no technical feature in claim 34. 

Consequently, the search has been carried out for those parts of the 
claims which appear to be clear, supported and disclosed, namely those 
parts relating to the individual compounds of the claims, their use in 
therapy, and processes for obtaining these individual compounds as far as 
comprised within invention 1. 

The applicants attention is drawn to the fact that claims, or parts of 
claims, relating to inventions in respect of which no international 
search report has been established need not be the subject of an 
international preliminary examination (Rule 66.1(e) PCT). The applicant 
is advised that the EPO policy when acting as an International 
Preliminary Examining Authority is normally not to carry out a 
preliminary examination on matter which has not been searched. This is 
the case irrespective of whether or not the claims are amended following 
receipt of the search report or during any Chapter II procedure. 
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